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(57) Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject new 
compound having suppressing activities blood stream in a 
blood vessel in a diseased part, that is suppression 
activities of arterialization, anti-tumor activities or 
the like, providing a low influence on the cell 
morphological transformation and useful for the 
treatment of a disease such as tumor and retinopathia 
diabeticas. 

SOLUTION: This compound is a compound of formula I 
[R n is H, a halogen, a lower alkyl or a lower alkoxy; 
R 2 and R 3 are each H, a lower alkyl or the like, with 
the proviso that when R 1 is H, R 2 and R 3 are not 
simultaneously H; R 4 is a halogen; (m) is an integer of 
1-3] or a pharmacologically acceptable salt or solvate 
thereof, e.g. 

N^^-difluorophenylJ-N'^-ffe^-dimethoxy^-quinolyl) 
oxy]-2-fluorophenyl}urea. The compound of formula I is 
obtained by allowing a 4-chloroquinoline derivative of 
formula II to act on nitrophenol, and reducing the 
obtained product to provide 4-(aminophenoxy)quinoline 
derivative, and allowing an isocyanate derivative to act 
on the obtained 4-(aminophenoxy) quinoline derivative. 
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1 2 
[ *#ftft Jfc'©® ffl ] ' * tfr^-C # & L < 

[li^ii i j s; ( i ) ©{b^sfc^tt^©^^* [ft l ] 

(I) 





r, te*fftjgi^, Aay>i^ {SJ»r^*^3 

ft-eft**JBH\ {BttT/HrA*. *fc«sc (n) -ca 
Hb2] 



-(R 5 )n 



ttl -^5(DlBttr*0. ptil— 4©S3RT*S) T-ft 
/c/cU Ri 3W**flWDt|^ R 2 fc<fcO'R 3 «*|sJB$ 

r 4 Aay>i^^ 
ft. 

SC (II) (5$*, r 5 fc t ^ny>jj§Fpr**K n#*l 
p#lt*4. > T*A&, fl|3&9 lCcEUOIfc 

[M3&94] R, ^7 7SH^r$)0, m;Wl*fcH:2 

[i»*R5j Ri ^py>S^ J*)VM, *fcfcfc 
^K^I^O, R 2 **«fctfR a H— SfcttStt 

-fv^ot'jua. sfctts: (ii) r 6 (J, 

■CAt), R 4 v *JjR^-e* 9, m3Wl4/c»2"C* 

1 KiB«<D*fc^». 
[IB3RW6] Ri #*IR*r*9*- R 2 *J:CKR. 
IS— ^/diS&ot^tfeJ:<, *4i-e*i*3RJH 

(II) R B B\ ^py>^^»3, n#lT 

AO, p#ir**. >T?*0, R 4 *^^fSK'3E) 



10 0» m*l*fcB2t*5, nciB*S<Oft^fto 
[IS*XI7 ] N--^>^;U-N-(2 f 4-^7^*ci7*^ 
;U)_N' - {4 -[(6,7-^-* h*zs-4-3rS yjU)** 
v]-2-"7 ^tU7 x-=-;l/} ^1/7/ 
N- ( 2-^cao^>^l') -N-(2 
^;l/)_N' - {4-[(6,7-^^ h+i^-4-*^y^)** 
^>]-2-r7 >i#a7 * jr.;]/} ^ut, 
N- -N-(2 ,4-^7JU*n^* 

^;l/)_N' - {4-[(6 t 7-^y h*2/-4-*v'yJlO** 

20 N-(2 ,4-^7;l/tP7^^ ;l/)-N' _{4-[(6,7-^ 
N-(2 ,4-^7Jl/^P^*^JU)-N' - {4 -[(6,7-^ 

N^y^Pt'j^bT, 

N-(2 ,4-^^JUahDr;*r.Jl/)-N' - {4-[(6,7-v> 
N ,N ' ^yW^UT, 

N-(2 ,4-^7JU*n^*jijU)-N' - {4-[Q6,7-$> 
30 y h=**x-4-+>> <;;U)**^]-2-7 Jl/*CJ 7x~Jl) 

N' -(2 f 4-i/7JU^-P7 x-ilO-N- {4-[C6,7-^ 
^ f-^^_4_+y y Jl/)t+^]-2-7;l/tP7x-;W - 
N-^f;^U7, 

NT -(2 ,4-^7 )l*ay *^)1>)-N- {4-[C6,7-^ 
N-XfJl/^U7, 

N-(2 ,4-^7;WP7a^l')-N' - {4-[C6,7-^ 

40 N ,N ' -SPx^jU^UT. 

N-(3 ,4->>:7;U;j-p:7*jr.;lO-N' - {4-[C6,7-t> 
^ K>>_4-+y'J;I/)t : t 1 V]-2-7J^P73:-JW - 
N,N' -^xf;^l/7, 

N-(3 ,4-5^7 JU*a^*JiJl/)-N' -{4-[(6,7-^ 

. N-j<^WU7, 
N-(2 ,4-^7;U;f P7x^JlO-N' - {4-[(6 f 7-^ 
^ h^^_4-=^^ y ;ix)^^^]-2-^;u + p^^-;u} - 
N-xfjl")b7, 
50 N' - {4 -[(6, 7-^^ h*is-4-=$S y;b)**->]-2- 



3 

y )V^uy *.^-)l>} -N-J-^^b-N-(4 -y Jl^ay j^^- 
N' - {4 -[(6, 7 -5^-* Fti/-4-*yj;l/)^i/]-2- 

N- { 4 -[(6, 7 -to* h**x_4-*> U ;l/)**i/]-2-^ 

p? ^xjl,} -N' -C4-7;U*P^*^Jl/)-N , 
N' -^W^U7 k 

N- {4 -[(6, 7-^ h*^-4-*y yjl/)* + S/]-2-7 
;U^p^x^-;^} -N,N' -^x^;U_N' -(4-:7jM- 
P7 .*xno^ 1/7, 

N-(2 ,4-^7 Jl/^n:7*xjl/)_N' - {4-[(6,7~^ 

y h^*/_4_+y y jU)^ + 2^]_2-> 

•>U7, 

N-(2 t 4-y7^a7*i;l/)-N' - (4-[(6,7-^ 
y h+i^_4-*y y jU)**^]-2-> h*^? *x;i/} - 

N-y^0U7 v 

N-(3 ,4-^^Jl/^a^^^Jl/)-N' - {4-[(6,7-^ 
y f*^>-4-*^ y A0**^]-2--* h t^:?*—^} - 
M-^^l/->U7, 

N_(3 ,4-^7;U^a^*^Jl/)-N' - {4-[(6,7-^ 
M h+*y_4-*y y JlO**^]-2-> h+^x^H - 

N' - {4-[C6,7-5^ h+->-4-+^ yil/)* + ^]-2- 

Jl/)')U7 k 

N' - {4 -[(6, 7 -5^ h^^-4-^-/ yjU)**^]-2- 
x;to? 1,7, 

N-<3 ,4-5^7 Jb*a^*JUU)-N' - (4-[(6, 1 -V 

m h*ris-4-*s y;U)**5^]-2-> ^;u^^x;u} -N 

U7, 

N-(2 ,4-^7;U*n:7 *~JU)-N' - {4 -[(6, 7-^ 

-^^;^U7, 

N-(2 ,4-^^;U^U^^xjU)-N' - {4-[(6,7-^ 
y h**^-4-*^ y^)**^]-2->^JUVa:x;b} -N 
-if;^U7, 

N' -(2 ,4-^:7 ;l/*Ci:7*~JtO-N- {4-[(6,7-^ 
y h^->-4-^^yjl/)^^v']-2->^JU^^x;U} _N 

^JU^U7, 

N-C2 ,4-^7WP7 xXJl/)-N' - {4-[(6,7->> 
N,N' -> > x^JWU7, 

N' - {4-[(6,7-i^ yjU)**i^]-2- 
y^;U^^x;b} -N-x^b-N-(4-7^tP7x^ 
^-•)l/7, *$<fci> # 

N' -(2 t 4-^^^5f*a^ ^ — ;l/)-N- {4-[(6,7-^ 
M H^->_4-+>y^)^ + ^]^^x;l/} _N-x^;U^ 

U7 0 
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its s n « t& t> l < Kjgggwft. 

[1S*JB8 ] N - (2,4- ¥y)i*uy x-ji)- N' - 

{4- [(6,7" ^ -4-+/'J;WV] -2-7 

;M"P:7 *x;l,} -N-^f>»^U7, 
NT - (2,4 - i/yjljray * — ;U) - N - {4- [(6,7- 

+ 'JJlO**^] - 2- ?)l>*uy*- 

)V) - N - x^;l^O U7, 

N - s<>¥)l> - N - (2,4 - ^7J^i37i^) - N' 
10 - (4-[C6,7-^K^-4- ; f^ , j;l')t + 4 >]-2- 

7i^a7^W ^U7. 

N' - (2,4 - i/y)l>*ay x^Jb) - N - {4-[(6 f 7- 
is* h^e> - 4- *y yjl/)**^] - 2- j**JVy*~ 
;l/} - N - ^ U7 V 

NT - (4-[(6,7-^K'>'-4-+/ I JJl')^>] 

- 2 - 7WU7i^;H - N - - N - (4 - yjl 

tP7x^)'>U7, 

N - (2,4 - i/y fodtUV - w - {4-[(6,7- 

^K$/-4-tV y^)^+^] - 2- >^;l/7^x 
20 ;W - N - jLf-jWisT, 

N - (2,4 - i/y)l>jrtiy ^XJU) - N' - {4-[(6,7- 
h ^ - 4 - ^ y yjI/)**2^] - 2- 7WP7x^. 

- N - -fv^PfW U7, 

N - (2,4 - ^7WP7*-;P) - N' - {4~[(6,7- 
h=¥ts - 4 - +^ y^)**^] - 2 - 7;l/^D7x^- 

)V) -N. N' -W^l/7. 

N-(2 ,4-^7JU^P7xXjl/)_N' - {4-[(6,7-t> 

N-y f^-)U7, 
30 NT - {4- [(6,7- b=¥Zs - 4- *S yjl/)**!'] 

-2-yF^>7x^jH - N - x^;l/ - N - (4 - yjl 
^■P7i^) , 5 1/7, 

N - (2,4- $/7WD7x^) - N' - {4-[(6,7- 
isM b*rzs ' 4- V ^Jr^ri/] - 2- J*)\sy 
)V) -N. N' -s;x^WU7, te£Z? 
N' -(2 ,4-$/7^tP7x^^)-N-'{4-[(6,7-^ 

1/7 

40 IWS3ti4*t>L<«3:WSIW». 

CIH30B1 1 1 Ml. «BR3«ttilHBBS, «ttBBflsy«?v 

?\ 77 u P-At4lftM^b& fecfcO'^^^Hi 

so «9g(ciBtt(DEiiej5fin a 



(4) 



Emm 9 t,c$m<DmmiHif&w>. 

[000 1 ] 

ttMHffi. ttttHtt f&ft. T^n-AttgfcM 10 
Wit&. ##J>«M»©gi»©feS^ffi»fc*>' U 

aw*Ki»-r*. 

[0002]«fi#M 

«ffeiL-CJfil«jfil«t*^>L.^f*>ti'5. C(Dtc^>mtc(C 

mmvmm&m c sawa-cBA* t Mwmmmgtj: 

^«#fic 9»l,l,>jMMH©JE?« • 9BtCCJ:**i!B© 

m&m&Ktmvmuifiti&tj: etch w#-r * t 6 
[ooo3] &mfama&msM&.t L-cmm^mas 

ttSH9rWatJliiWr*©JtJi«:J:0^r*. jMF9F£B: 

^©jteK^Vd^SttM^ft^fl^-^iim^B© 
asm. *WH*#^t?**fc»iiW£«»IWS 30 

«»D»»ME*.. *f#STO«. *fmjP5te,«JIIffi©#£JS 



1-15 8 14 9 



6 

C£jW3»E>aHC&oTl>-2> (Forkman, J. Nature Med. 
l: 27-31, 1995) „ 

[0004] ChJTK. JflSaSffilCfett&jliLaEftDM 
1W©fcfcK]Mf«£W^^^l'££lMF. SJSM 

i-T < ofr©jlMff*r£|Mr#mtc|»-r Sttgttft & 
# 5 (Bicknell, R. , Harris, A. L. Curr. Opin. Oncol. 
8: 60-55, 1996). M&©*ttftim&d;£<Ctt'*-&te 

[0 00 5] W09 7/1 7 3 2 

$nr^-5 0 L#>U W09 7/17 32 9#S»C 
B, *»9icc <fc *<b£ttt* i> % *> ^© c £ jftBtttttcfe 
W*jiii*ifc**©MNWfBB*\ JMiBBfl&fb'MD|g«» 

BStk Stir l, 
[0006] 

[»W©«S1 5*7 UT8ISW* 

*** ^ U >««©4tt«cBBR*^L/"C«f&L*:**— W 

«*©»«fPffl*wract*jn,>aL/ft:..f!£or. * 
ftHt*. js»sp{4cc*j^^,jfii^iflLij!ta©w*ijf^ cr& 

»*' o < B*BJBBg«K{b^©i uftwaw b^ataflt-r 

&C£«*©BW£*-*. C©«BM5J»©B^:{bffifflB 

[0007] -**fb^«MS. TISsS ( I ) ©{t 

£«J. 4fctt*ft6©^±frg3ft*tt6L< 

[0 00 8] 
Hb3J 



MeO. 



Mei 




(I) 



-?\ fi»T****. Sfcttft (II) r^3tl-5S: 
[0009] 
[<t4] 



(H 2 i 




-(Rs)n 



(ID 



50 



D. fcfcL/. R. a^KJgllV?-©!©^. R 2 *J«k!>'R a B 
Kl#iC7j<5SlMT-£Si-rc:£B&< . R 4 B. ^ny>l 
^T&O. mttl~3©illS!t?*€,. ] 

S> @ff^^©fe«tc*ffl-c*S„ 
[0010] 



7 

^ * )\& S fc tt 7 ^ p * «i*r S o 
[0 0 1 1] ^a^>St-<bli k v yfRWrF* * 

C0012] ffiar;i/*;i/CDt»ji it« ( > x^ 

Jk n-^ot^ ^V^ot^k n - 7^;k i 
^;k s - t - n - <^>^;k n - 

[0013] ffiar^ri^^o^ji Lr«, ^ h 

xh^X n - y'utf*^. i -:/PxF*j/. n-^h 
[0014] it^M 

y^js^ ^^s, a/cw> h*^««r*-r. 

[0015] R 2 feiO'Ra »* 1,<H\ 1^— *fc 

x^;n, >fv7*citm (id ^tfc 

cooieja (id Rb »* u< ^py 

*a%-r. p«, »*b<«. 1 £»*r 0 

m«\-»*0<W\ 1 ifett2t*5. m# lOi^r 
tt. R* W4fflCC#fiE-rSCi*s»*Lr<. m#2<D<h 
R 4 ti-<>-l2>fgCD2{i^cfca f 4{i, *5t^*3 
tt*5cfcO'4(4^#«E*r^Ci^$0t> o 

[ 0 0 1 8 ] a ( I ) ©ffc£«W<D»* Ll^SPi LTS*, 

R, ^ny»g^ ffi«7;t'*Ji/a, SfcttffiKr 
;up^>ar#9, R 2 tei^'Ra tt, H— SfctiS& 
owrt>J:<, *Jh*h**]BW% <s»7ju*^S> 
SfctiSC (ii) (S;*, R 5 Apy>s^$>^ 
nj&sir&o, panr**. ) r&D, R* 

[0019] *»|8tcJ:Sfb^ia<30»*Ol^Ji Lt 

4-^^JU^D^.cr.;l/)-N / - {4-[(6,7-2^ 

N- (2-^PP^>^) -N-(2 ,4-^7;^P7* 
•=-;U)_N' - {4 -[(6, 7 -2^ h+^-4-4^ yno** 
s>]_2-^;u*n^x^^} OUT, N-(4-^aa<> 
*?;U) _N-(2 ^-S^U^P^xXJl/J-N' - { 4- 
[(6,7-2/-* h+2/-4-*/' yjU)**S^]-2-7Jl/3f P 7 
0U7, N-C2 , 4-t>7;U^P^ *x;i/)_N' 
- {4 -[(6, 7 -2^-* \-*i/-4-*s UJl/)**tx]_2-7^l' 
^p:?*^} _N-y^;UObT, N-(2 ,4-S>7JU* 
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D^x^Jl/)-N' - {4-[(6,7-2o* h*^-4-*y; 
;U) * * > ] -2 - 7 ^ * P 7 x x } -N-- Y V7'P b*;U0 
U7, N-(2 ,4-^:7;k*P:7xXA0-N' -{4-[(6, 
7-2*-* h+^>-4-+>' y ;U)**^]-2-7^afP7*j=. 
;U} -N ,N' -^^^1/7, N-(2 ( 4-2^-M/:*P 
y*^)l)-N' - (4-[(6, 7-2^>* h *2^-4-+-/ »JJb) 
**2>]-2-7JU*P:7*xjI/} OUT, N' -(2,4-2^ 

y)i*ay xx;io_N- {4-[(6,7-2^-rf b^>-4-* 
/ y ;V)^+^]-2-^ P7x xju } -N ?^o u 

10 7, N' -(2 ,4-^^^P^ *xA0-N- {4 -[(6,7 
h^^>_4-*>' y;U)3j-*^]-2-^Jl/*P^*^- 
;U} -N-X^JUOU7 v N-(2 ,4-V>V fojru? x.~ 
;U)_N' - {4-[(6,7-2^ h*2>-4 U ^O** 
2/].2-7;WP7*-;W -N ,N' -^xf^l/7, 
N-(3 ,4-2*7 jU+p^xjIo-N' - {4-[(6,7-2> 
y h#^_4-*-/ y JU)**^]-2-^Jl/*ar>ai^jl/} - 
N f N ' -^X^JUOUT, N-(3 ,4-2^7 iU*P7*zi 
;U)_N' - {4-[C6 ( 7-i^^ h + i/_4-+^ UJU)** 
*s]-2-7>l*vy ^—Jis} -N-^M«5U7, N-(2, 

20 4-^:?;U*p:7*~;Io-N' - {4-[C6,7-^-rf F*v 

JbOUT, N' - {4-[(6,7-^^ h+V-4-^y yjU) 
*+2>]-2-7 JU3TP7 Jb} _N-x^;l/-N-C4->';V 
tP^s-^l/T, N' - {4-[(6,7-^^ b^>- 
4-*s y ;U)**2^]-2-^-iU*P^*^U} -N-(4-^ 
W07*^)-N-^^^l/7, N- {4-[(6,7-^ 

y h t v-4 / >; t v]-2-7 ji/ 1 o 7 x ^ ji/) - 

NT -(4-7Jl/*P 7 xx;U)_N ,N' -i/yfil/^l/ 
N- {4-[C6,7-^^ h+^-4-t/VW^]- 
30 2-r?;l/:*P*7*x;U} _N,N' -^jh^;U_N' -(4-7 
;U^p^^xjU)0 1/7, N-(2 ( 4-i>7Jl/tn7*^. 
;U)_N' - {4-[C6,7-> ? y h + */-4-*y U^I/)** 
i/]-2-^K^7i^W OUT, N-(2 ,4-S?7JU* 
P ^ ^r-;l/)-N ' - { 4 -[(6, 7 -isJ V ^ V 

N-(3 ,4-2^7^*0^*^1/)^' - {4-[C6,7-2/ 
^h^i/_4-+/'j;l/)t^^)-2-> Ff>7j-JH - 
N->^;U0UT, N-(3,4-i/7J^P7x^)- 
N' - {4-[(6,7-S/-rf h^^-4-^^ y^)**2^]-2- 

40 ^ F*^7*x;U} -N-X^Jl/OUT, N' -{4-[(6, 
7-S>^ f*i^-4-*-/yjU)**2^]-2-^ K^7i^ 

_N-^^Jl/-N-(4-7Jl/*P7xx;U)0UT. 
N' - {4 -[(6,7-2x^ h^^-4-^y y^)**2^]-2- 
^F+^7a-;H _N-x^jU- N-C4 jU*p v x 
^U)0UT. N-(3,4-i>7;l/^a7i^Jl)-N' - 
{4-[(6,7-2>y h^^_4-+^ y^)**2>]-2-*^ 
Jl/7x^H -N-^^Wl/7, N-(2 ,4-2^7;U*P 
7x^)-N' - {4 -[(6, 7 -2^^ h+2^-4-^^ y^) 
*+*^]-2-y^Jl/7*r.il/} -N-^Wl/7, M- 

50 (2 1 4-^7J^P7xX ( il/)-N' - {4-[(6,7-2^y h 
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3^>_4-+>> >J ;U)*^>]-2-^?-;L>:7 _N-x 

{4-[(6,7-i^ yjlO*^>]-2-^?" 
;U7xx;U} -N-y 3^1/^ U7\ N-(2 , 4-^7;M"P 
7x^)-N' - {4-[(6,7-^> y;lo 
;J-=^>]-2-^^;U7x-;H -N,N' ->>x^jl^U 
7\ N' - {4-[(6,7-^y F*S^-4-*^ U;!/)** 
^>]_2_y -N -x 7- ;U-N -(4 -7 ;U * p 7 

x-^UT, *5<££>*N' -(2 ,4-^7>0>*P7x^ 
;U)-N- {4-[(6,7-^> 
7^x;U} -N-x^jWL/7o 

rii, T8B<mb^«5*Wf 6ti& : N - (2,4- ^7;U* 
P7x~;l0-N' * {4- [(6,7-^> 4- *^ 

yjl/)**^] - 2 - 7;U*o:?xxjl,} - N - ^^>>U^ 
1/7, N' " (2,4- ^7;^D7xXJl) - N - (4- 
[(6,7- *JM h3^> - 4- y UOtf+S'] -2-7^* 
P7xx;l/} •N-i5 1 ;b^l/7, N-^>^>0/-N- 
(2,4- ^WP7x^;l/) - N' - {4- [(6,7-^ 

h + 2x - 4- =^7 »; ;10*+ ^] - 2 - 7;^ti7*^H 
^7 N' ■ (2,4- ^7;l/*d7^-;l/) - N - {4- 
[(6,7- h*5> - 4- *7 y ;U)*^i/] - 2- 
7x-Jl/) N -^^Wl/7, N' - {4-[(6 f 7-t/ 

y - 4- ^7y;U)*^^] - 2- 7;i>*n7 *x 
;U} - N - - N - (4 - 7W07^^i)") U 

7\ N - (2,4 - ^7Jl/*P7^x;U) - N' - (4- [(6, 
7- ' 4- *7 lUlO**^] - 2 - >^;U7 * 

-N-X^JU^UT. N - (2,4- ^7JU*n7 x 
x;U)-N' - {4- [(6,7- i^-rf h + i' - 4 - yjU) 

t*V]-2-7^ta^^^;H - N - -Y v 7*n b*;U^ 

U7, N - (2,4 - isVMXUV *x;l/) - NT ■ - {4- 
[(6,7- is j* Y*rU ~ 4- U Jl/)**^] - 2- 7;b* 
Cl7x^) - N. N' -^^Wl/7, N-C2.4- 
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^7;WP7x^)-N' - {4-[(6,7-^y h + ^-4 

yjU)**^]-2-y h**>7 *-=-JU} 
UT, N' - {4 - [(6,7- b^rf - 4- UJlO* 
- 2 - h t'>7i^jH - N - 3-3- )V - N - (4 - 
7 ( Jl/3)-p7*-^) , jL/7 k N - (2,4- i/7WP7x 
— ;L/)-N' - (4-[(6,7- WK^^-^yJJl/) 
*+i^] - 2 - M ^;U7xx;l/} - N, N' - 
UT, fciW -(2 f 4-^7;b*P7x-Jl/)_N- 
{4_[( 6( 7-^^ h^V-4-+^ 'jW^]7x^ 
10 ){,} -N-xf^«)U7o 

[002 1 ] < I ) 0Xfc^«IW*©j|^±IWe3 

20 X>X;U^>®i&CD<fc^^T»;-JUX>»U*>Kta, 7"7 

)VW&~ ="^MtB. ^x>is 4 vISBSfg, s-'a^K 

[0022] -hhsc < 1 ) <Mt&mz* *ft. mmm® 

[002 3] fb^l»<P»i& 

30 . 

[002 4] 
Hb5] 




>^zg{fct*, Orq. Synth. Col. Vol.3, 272 (1 
955), Acta Grim. Hung. f 112, 241 (1983)^ i"(CfBSSt 

[0 0 2 5 ] *JigB(D*BBf*"C***^0>Ra»«:«. ^ 
[0 02 6] iXCC, aaft^t)i*/cl3«SitK:*Jt» 



fl§Si+> 4-0=- Vuy U>Kz»ft*6JSSL/ 

[002 8] 
Mfc6] 
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^2. as 

Bit 

2. 3tc 




rc6 



g&. R 2 X 



\ £ f- V 



iSt?*i. 30 
[0029] ^b#«<pffla/EKiBiat'» 

*jh«wt*©»iiflf)UB**Ts aftm/Mkn&m) . 

[0030] ^te^fitefcWfcjfo^&r^tt. ii 

gf. r^a-AttibM«ifbi[E. #jJ«*i*M©J:9a3S 

n, J. Nature Med. l: 27-31(1995); BickneT), R. , Ha 
rris, A. L. Curr. Opin. Oncol. 8 : 60-65(1996)) „ 
[003 1 ] *JWiK:«t*{t^»B. -f >t'#& 

^cc «fc o mmamiiHfp ffl %w r « < aieKifefl* 

> tc J; •} f£i $ htcMB&ZmfflT &rm* Jz&DTH 
[ 0 0 3 2 ] ffi.T, #»J!tt: Jr4ffc£«tt. JfiL^JfliSg 50 



*.«. JDK. BBSttMNffle, «ttW»y$v*. ft 

30. TT-a-AttiftjiRSe-fbJm. ii#vmm.. *JrW 

[0 03 3] #3618© 6 5 — 3©ffitCj;tl«. *#£^0C 

less. TT-a-A^iijfaiRiffbiffi. mm 

[0034] **IBOffc^ft*WafiS»i"f SERiHlS 
Wtt. «□*»«* D9l«n <«*.». MRftSt-?. j&Plft 

ara^. sm»^. *i£&-^> ©t»-r*i*>©a 

^fiMTC. t hfeiO't r«*r©»»K:S^T*C£*J 

BXttftttti. !8:#SK«ci£b A:^Ccff@[ i ? tiS. 
[0035] AftffjtU*. iHPS'Ji LttJ. £e#J. 

•fe^jw. rjw. mum, fnvzrfivietaiwbti. # 

[0 03 6] cn6©s«^f'i{i.. ji^fflv>6nrt>4 
k»jw. w^S'j. mnm, m&m. «ww«c^ 

[0037] R£ffll& L/TCJ. t«J^imtt. ^ K 
=i"A. i2*7^>, tpp+^atA^l-p-^, ^>J 
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[0 03 8] * fc. ±IBa^i?Jt3:, sfiMWcJ: 
pHHBfflL «5£ft3(L VBHtSU, »»»Jar ^**HPL 

M»0. 5-5 011%, J8 : *L<tt, 1^201 

[0040] a#flB*»Df|>, fl*. ttJJl, jfeftO 

aa^ffiSftS^, WAtfO. 1— 1 OOmsr/ksr. 
»SL<W1~5 Omsr/ksr©iBH'C*l3, cn£l 

[0 04 1 ] 

[0042] jgjfiffil 1 N- (2, 4 -Wtottiy * 
-N' ~ {4- [ (6, 1 -i>* Y*rzs- 4r-*r 

4- [ (6, 7 h + ->-4 VJl) 20 
-2-7WP7^'J> (2.00?) £h;l/X> (2 

0 0ml ) 2. 4-*>7Wn7* 
^;U^V->T^-h ( 1 .9 7 ?) ^rJtJP^r 7B#rafln^ 

2 fir, 4%rf#/c e 

1 H-NMR (DMSO-d e , 400MHz) : 5" 
3. 94 ( s, 3H) . 3. 95 (s, 3H), 6. 5 
5 (d, J =5. 1Hz. 1 H) . 7. 04-7. 12 
(m, 2H) , 7. 3 0- 7. 3 7 <m. 2H) , 7. 

4 0 (s. 1 H) . 7. 4 9 ( s . 1H), 8. 10- 30 
8. 16 (m. 1H). 8. 23-8. 31 (m. 1 
H). 8. 4 9 (d. J = 5. 1Hz, 1H), 8. 9 
9 < s, 1 H ) , 9 . 0 5 ( s , 1 H) 
SS^Wfii (F D-MS, m/z ) : 4 6 9 (M + ) 
[0 04 3] agifiW2 N' -{4- [ (6, 7 -VJ 

N - (4-7;^P7x^) -N-y^;u^u 

T 

4 - [ (6, 7-^F4'>-4-+/'J^) sh + S'] 
-2-7WP7^-'J> (80mg) (8m 40 

i). h »;x^jura> ( i. om i ) icmmmt&Ltc 

Vk. ZsZUVj* ( 1. Om 1 ) CCjgWUfch 

y > ( 7 8 m g ) *fln*r 5 ^pjflnSRiR* Lfc. n 

- (4 -^Jl^U^^l/) -N-^^75> (70 

m ? ) £ l refflffl»»»L;te. SJCESRtc 

r-fe h> ( 2/1 ) rjSHi"i"*^i;*y^^nv h ^ 
:7-f-fc«fcg»MU «BCMt^tt* 9 7 m e . iR^8 50 
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3%"Cf4fc„ 

[0 044] 1 H-NMR (CDCU , 4 0 0MH 
z) : S3. 3 5 (s, 3H) , 4, 03 (s, 3 
H) . 4. 05 (s, 3H) . 6. 42 (d. J =3. 
2Hz, 1H). 6. 46 (d. J = 5. 1Hz. 1 
H) . 6. 87 (dd. J =2. 7. 11. 2Hz, 1 
H) , 6. 9 5 -7. 00 (m f 1H), 7. 18- 

7. 23 (m. 2H) , 7. 3 5 -7. 39 (m, 2 
H) , 7. 44 (s, 1H) , 7. 49 (s, 1 H) . 

8. 24 (t, J = 8. 8Hz, 1H>, 8. 48 
<d, J = 5. 1 H z. 1 H) 

H«»Wffi ( F D— MS, ro/z ) : 465 (M + ) 
[0045] 3 N ~ (2, 4-S/7JM-P7* 

«=-;!/) ~N* -{4- [ (6, 1 - VjI t-*ris-4-*r 

4- [ (6, 7-^h^^-4-*7'JJb) 
-2-7WP7^>J> (50 0mg) £ h JUx> (5 
0ml), h V if^T 5 > ( 1 . 0ml) CCflp^SS? 
l/fcSL ^PP^^Xl. Om-1 > CC*«LfchU 
(2 3 7rag) *»D*-C5»H»nf»fi«cL/fc. 

;j«cn- (2, 4 -^^Ji/^ci^ -n-^jI/ 
7S> (2 84m?) *ttW.r, S 6 tc 8 KHMMf SE 

^nD^A/7th> (2/1 ) riiHTii/';*^ 

80mg, iR^6 2%-Cf#/Co 
[0 04 6] 1 H-NMR (CDC 1 . , 4 0 0 MH 
z) :53. 32 (s, 3H) , 4. 03 (s, 3 
H) , 4. 04 (s , 3H). 6. 42 (d. J =3. 
2Hz, 1H). 6. 47 (d. J = 5. 1Hz, 1 
H) , 6. 89 (dd, J=2. 7, 11. 5Hz, 1 

H) . 6. 9 6-7. 0 6 (m, 3H). 7. 40- 
7. 4 5 (m. 2H), 7. 49 (s, 1H), 8. 2 
1 <t. J =8. 8Hz, 1H), 8. 48 (d. J = 
5. 4Hz, 1 H) 

MMmftfM (FD-MS. m/z) : 48 3 (M + ) 
[0 04 7 ] |gttW4 N - (3, 4-^7J^P7x 
^;U) - N ' - {4- [ (6. 7-^h^V-4-^ 
s*))l) jr^z/] - 2 -yjijru y^^)l) -n-j*? 

4- [ (6. 7 h + i^-4 - + ^»;^) 

-2-^JU^aT^ I J> (80m?) *hJUJ.> (4m 

I) , h»jx^7SX0. 8m 1 HcMftSASLfc 
a ^OO^JXO. 8m 1 ) CCiBJRLfch l/** 
y> (8 3m?) &fiO;tT5#Pd^I&®j!sO/c„ ;X(CN 
- <3. 4 -i/7WP7 *.=-jU) -N-^^jUT 5 > 

(43mg) Wt t 2 61C5. 5B$BMra»ftSSS£U 
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^pp*;uA/r-tr h> (8/1 ) thm-t^sh^u 

£7 4mg, iR^6 l^T'f#/c 0 
[0 048] 1 H-NMR (CDC 1 3 , 4 0 0 MH 
z) : 83. 36 (s, 3H) , 4. 05 (s, 3 
H) . 4. 07 (s, 3H), 6. 45 (d, J = 3. 
4Hz, 1H), 6. 52 <d. J=5. 6Hz, 1 10 
H) . 6. 9 1 (d d . J = 2. 7. 1 1 . 2Hz, 
1H)„ 6. 9 7 -7. 0 2 (m. 1 H) . 7. 13- 

7. 18 (id, 1 H) , 7. 21-7. 36 (m, 2 

H) , 7, 5 1 (s. 1H) . 7. 58 (s. 1 H) . 

8. 25 (t, J =9. 0Hz, 1H) .8.49 
(d. J = 5. 4Hz, 1 H) 

WMftVim (FD-MS, m/z ) : 48 3 (M + ) 
[0 04 9] mtfcfflb N' - (4-[(6, 7 -tsM 

;U) -N-x^-jU-N- (4 )Vjrxiy W 20 

T 

4- [ (6, 7 -S^rf h + »W 

- 2 -7Jl/tU7^ V > (80m?) *hX/X> (5m 

I) , hVx^r = > (0. 8ml)tC»j§SPl^. 

^aa^^xo. 8m 1 ) (.cmmLtc h y** 

y> (83mg) *JD^-r5»B»S»a»KLfc. ^«CN 
-X^;U-N- (4-7WCI7x^) T5> (42 

nig) ^flDAr, S6CC3«FlBJtn«!a»Lfc. sr«cc 

A/r-b h> (8/1 ) rsrar*w»s/y ay^o 

vh^5:7.f-K:j:0flUlU *B©{t^»*6 3m 
ar, *K^5 3%-c^/c 0 

[0 05 0] ' H-NMR (CDC 1 3 , 4 0 0 MH 
z) : S 1. 20 (t, J = 7. 1Hz, 3H), 3. 
80 (q, J=7. 1Hz. 2H) , 4. 04 <s, 
3H) . 4. 07 (s , 3H) . 6. 30 (d. J = 
3. 4Hz . 1 H) . 6. 49 (d, J = 5 . 4Hz, 
1 H ) , 6. 87 (dd , J = 2 . 7, 11. 2H 40 
z. 1H). 6. 9 6-7. 0 0 (m. 1H), 7. 2 
0-7. 2 8 (m, 2H) , 7. 3 2-7. 3 6 (m. 
2H), 7. 51 (s, 1H) , 7. 55 (s, 1 
H) , 8. 28 ( t , J = 9. 0Hz. 1 H) . 8. 4 
8 (d. J = 5. 4 Hz. 1 H) 

mm^m <fd-ms, m/z) : 479 (m + ) 
[005 1] mmm 6 n- o. 4-^7^07^ 

->l>) -N' ~ {4- [ (6, 7 b^U-4~^r 

U7 50 
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4- [ (6. 7-t?M h*f-4-*SVfr) 
-2-7WD7^ , J> (80mg) %h)lx> (5m 

1), h'JxW5> (0. 8 m 1 ) CCJaWlSIBLfc 
ft^apyjfXO. 8m 1 > Cc«WL?fch V*^ 
y> (83mg) Srfln*T5*IHttlJ»jSi«L/c- *CCN 
-(3, 4-^7^07^^^) -N-x^75> 

(47mg)«t, S&K2. 5«FHttlliattL/ 
fc. HBSR6ctt«K»*3R^ h y St 

^an*;U/r-feh> (4/1 ) -CJHM-TSWH^y 
^Wpv^77 -/-CcfcOWWU %H(Dfb^tt 
^:82mg 4 iR^6 6 %Tf#/c D 
[005 2] ' H-NMR (CDCls , 4 00MH 
z) : 8 1. 20 <t, J =7. 1Hz. 3 H) , 3. 
80 (q, J = 7. 1Hz. 2H) , 4. 0 4 <s , 3 
H), 4. 06 (s , 3H). 6. 30 (d. J =3. 
2Hz, 1H). 6. 48 (d. J = 5. 4Hz, 1 
H), 6. 89 (dd , J =2. 4. 11. 2Hz, 
1 H) , 6. 96-7. 0 0 (m, 1H), 7. 12- 

7. 16 (m. 1H) , 7. 18-7. 37 (m. 2 

H) , 7. 48 (s, 1H), 7. 50 (s, 1H), 

8. 23 ( t , J = 9. 0Hz, 1H), 8. 48 
<d, J = 5. 6Hz, 1 H) 

MMfttfUH (FD-MS. m/z ) : 4 9 7 (M + ) 
[005311WI7 N- (2. 4-S/7J^P7x 
xjI/) -N* ~ [4- [ (6. 7-^>b*->-4-* 
S'Jto) **ts} - 2-7JbtP7x.r.jl/) - N - -Y V 

4- [ (6. 1 -V>ji h*^-4-*>yjU) 
-2-7;btP7^'J> (8 0mgr) SrhJl/X> (5m 

I) , h yx*;UT5> (0. 8 m 1 ) CcflPl^gS?L/c 
^PP^^XO. 8m 1 ) ICffimbtcb y** 

^> (8 3mg) OP^T5^P4»P^S*L/c 0 ^CN 
- (2, 4 -i/^l/^n? *XJU) -N-^V7*Pb^ 
7S>(4.8mj) tDDit, 3 6>tC5B$m^SzftL, 

/Co immKa^tM&Tbvv&Tmmzm*.* » 
^pp^Vr-feF> (4/1 ) ■ejRBH-rsffia^y 

£5 7 mgr. JR^4 5 %-Cf#/c 0 
[0 0 54] 1 H-NMR (CDC 1 3 , 4 0 0MH 
z) : S 1 . 15 ( d. J = 6. 6Hz, 6H) . 
4. 05 (s, 3H), 4. 07 (s, 3H), 4. 8 
6 -4. 9 7 ( m. 1 H) . 6. 1 2 (d. J = 3. 
4Hz. 1H). 6. 51 (d. J = 5. 6Hz. 1 
H) . 6. 87 (dd , J =2. 7.11. 2Hz, 
1H), 6. 95-7. 01 (m. 1 H> , 7. 03- 
7. 1 0 (m. 2 H) . 7. 2 3 - 7. 3 6 (m. 1 
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H) . 7. 5 1 (s, 1H) , 7. 60 (s. 1 H) . 
8. 27(t, J=8. 8Hz, 1H). 8. 48(d. 
J =5. 6Hz. 1 H) 

WMftffim (FD-MS, m/z ) : 5 1 1 (M + ) 
[0 05 5] mMWS N — c>^ju-N- (2,4- 
y^Jl/sfrP^x-jU) -N' - {4- [ (6, 

4- [ (6. 7-^h+^-4-+/y;i^) tt^>] 

-2-7Wo7-'J> (80ms) *hJl/x> (4m 10 

I) , f yxfjbr s> (o. 8 m i ) tmmMmbtc 

fl ^PO^$r> (0. 5m 1 ) CCSJBL/ch 
y> (8 3mg) Srttl^T S^Pflfin^MSL/c. 
--<>^;U- N- (2, 4-^7WP7x^)7 

5 > ( 6 2 in g ) * $ i i^nftdikjKibL 
/Co sessccissiKMTKJR^ f y * 

£ v ^pp^K/7-bh> (10/1) tirW'> 

y#yji/*pv hy^-f-tejcowiiu faffloft^ 20 

[0056] 1 H-NMR (CDC 1 a . 4 0 0 MH 
z ) : 4. 0 4 ( s , 3 H) ,4. 0 5 ( s , 3 
H) , 4, 90 (b r s, 2H), 6. 35 (d, J = 

5. 4Hz, 1H), 6. 47 (d, J =2. 7H 
z. 1H), 6. 8 6 -6. 9 4 <m. 2H), 6. 9 
4-7. 04 (m. 2H), 7. 04-7. 16 (m. 
1H). 7. 16-7. 34 (m. 5H). 7. 46 

(s, 1H), 7. 50 (s, 1 H) , 8. 28 (t, 
J = 9. 0Hz, 1H), 8. 49 (d. J = 5 . 4H 30 
z. 1 H) 

WMfttiim (FD-MS, m/z ) : 55 9 (M + ) 

[0057] mmmQ n- (2-^pp^>^) - 

N — (2, 4-^7Ji/»P7 3i^) — N ' ~ {4- 
[(6. 7 -is* -»^y;l/) :fr*^3 -2 

-7JbtP7 x^JU} ^UT 

2, 4-2/7WOT-iJ>(5 16mg) , 2-^P 
P^>X7^ft F (56 2mg) ^ig»?l;/c>3?/- 
JKlOml) *cflfcBv4/**^A (96 3mg) ±4> 

^th'J^A (4 54mg) *JDiL, £a?8l3KIlR 
#L/c„ H«W«:**flIA, ^PP^SOTftfitHU 

js*satt^ b yfAriaii/fc. ^jet^j«£S*T£ 

CiCC<fc*K N- (2 -^PP-O^Jl/) - N - (2, 
4-^7WP7a:^) 7i>>&2 5 2mgi/£: 0 4 

-[(6. 7-^y h*^-4-*yyju) - 

2 -7WP7^»J> ( 1 2 6mg) £ bJbx> ( 1 0 
ml), h 'jx^75> ( 1 m 1 ) (Clm^motc 

SL ^ficD^^nn^^>cc^ft?L/ch y**y> ( 1 

3 1 me) *JW^T5»Hftl«!yBiSfcLfc. ±Tl# so 
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6nfcN- (2-^PD^>^) -N- (2. 4 ->> 
7WP7*^)7^(12 2mg) Wt ( 3 

y^^jcKStetti*.* ^Dato^taHn, *pp* 
(5/1 ) "cjura-rss^y^yju^p^ h^^^ ^-tc 

«fc»)f«HU «a(D{fc£«!*7 5mg, JR*3 2»rf# 

[0058] 1 H-NMR (CDC1 3 t 4 00MH 
z) :^3. 92 (s, 3H) ,3. 95 (s, 3 
H) . 4. 95 (s , 2H) . 6. 55 (d, J =5. 
4Hz, 1H) , 7. 05-7. 12 (m, 2H), 
7. 22-7. 40 (m, 6H) , 7. 4 1 (s, 1 
H) , 7. 47 (s, 1H), 7. 50-7. 54 

(m, 2H) . 8. 13 (s, 1H) , 8. 52 ( d . 
J = 5. 4H z . 1 H) 

M#«ffl (FD-MS.- m/z) :59 3 (M + ) 

[0059] mm i o n- 

-N- (2, 4-^7Jl/tP7x^l) -N' - (4- 
[(6, 7-^h^->-4-^yy^) ^->]-2 

2. 4-y7;l/tP7^. y > ( 0 . 39ml), 4-2? 
PP^>X7^fbF (5 44mg) %t§ffil>tcJ$ s 
-)l (8ml) (9 2 9mg ) ±'J> 

m$T7k3IUtft?mT bVVA (4 4 lmg) 

rwimu j|R*iiw^hy^A-c*B»L/d. ^eets*® 

*«£Lr»6*ifc»3** ^ + ^>/T42h> (10 
0/1) TIIin^»J*Wi'n-7h^77 ^-Scj: 
D«»U N - (4-^pp^jH -N- (2, 
4-J?7WP7 x^JlO TSV^SOOmg, 

i Vo-entc* 4 - [ (6, 7 -s^ h+^-4-^y 

JU) - 2-7Wn7-'J> (80mg) £F 

;Ux>(5ml), h'Jx^7^> (0. 8 m 1 ) {C 

mmmmLtcm, <o. 8m 1 ) tc^n? 

lfch'J*^y>(83mg) ^Mt5SMSIS 
L/c e ^CfrC±"Cf#€>n/tN- (4 -d?PP"<>^;U) - 
N- (2. 4-^7J^P7x^H T5> (76m 
g) £flD*T, S&(C4«FlffltD«U»eLfc. KlCilBctt 

r-feh> (4/i) rMM-TiflBB^y^yju^ovh 

^3 9%~cmc 0 

[0060] 1 H-NMR (CDC 1 3 , 4 0 0MH 
z ) : £4. 04(s,3H), 4. 05(s,3 
H). 4. 86 (brs, 2H), 6. 33 (d. J = 
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3. 4Hz, 1 H) . 6. 4 7 (d . J - 5. 1H 
z. 1H>.. 6. 86-7. 04 (m, 4H) . 7. 
07-7. 1 4 (m, 1H) , 7. 19-7. 3 0 

(m. 4H) . 7. 47 ( s . 1 H) , 7. 49 ( 
s, 1H) , 8. 25 (d, J=8. 8Hz, 1 
H) , 8. 49 (d. J = 5. 1 Hz, 1 H) 
WMfrffim (FD-MS, m/z) : 59 3 (M + ) 

[0 06 1 ]iMii N* - (2, 4-l?7JU*P 
7*^)1) -N- {4- [ (6, 1 -is* Y^U-A- 
*rSVJl>) - 2-7;l/tP7x^;l>) -N-> 10 

N- {4- [ (6, h^>-4-*>>lUU) 
- 2 -7 )1>*U7 - N - ^ S > 

(6 4m g) £ (6ml) (C»nJR»jBbte», 

2, 4 -J/^Jl' + o^ *x visTi*— F (0.1m 

i ) aits o»nwmmstoit m 

/y-fcr h>/S^PP>£> (4/3/1 ) TJMHTS 

^S95rag, iR*l 0 0%rt#/c o 
[0 062 ] 1 H-NMR (CDC1 3 , 4 00MH 20 
z) :53. 35 (s, 3H), 4. 04 (s, 3 
H) , 4. 07 (s, 3H), 6. 32 (d. J =2. 
9Hz, 1H), 6. 66 (d, J =5. 4Hz, 1 
H) , 6. 75-6. 89 (m. 2H) , 7. 06- 

7. 13 (m, 2H), 7. 44 (s, 1H), 7. 4 
8 (s. 1H), 7. 44-7. 50 (m. 1H) . 

8. 05-8. 13 (m. *1H), 8. 60 (d, J = 
5. 1 Hz, 1 H) 

JM^Wffi <F D-MS, m/z ) : 4 8 3 (M + ) 
[0 063 ] HHSWl 2 N' - (2, 4-^7JU*P 30 
7*~)l) - N - {4- [ (6, 7-^F^>-4- 
fr>"JJl/) sf^S/] - 2-^JU^-p^ x~Jl) -N-x 

N — {4- [ (6, 7 f-^>-4 - + »;jU) * 
3^>] -2 -7 )]s*U7 5 > 

(80mg)^ h;Ux> (7ml) eci^WKLfcSL 
2, 4-^^Jl/^n^^x;l/-Yy^r^- h (0 . 1 m 

r-fe F>/^*nn>*> (4/3/D ■caM-rav 

tt«r3 6mfir. iR^3 2%"Ctf/Co 
[0064] ' H-NMR (CDCh , 400 MH 
z) : 6 1. 22 ( t, J =7. 1 Hz. 3H) , 3. 
80 (q, J = 7. 1 Hz. 2H), 4. 03 (s, 3 
H) . 4. 07 (s. 3H) , 6. 24 (d. J =2. 
9Hz, 1H), 6. 65 (d, J=5. 1Hz, 1 
H) , 6. 73-6. 87 (m, 2H). 7. 07- 

7. 1 3 (m, 2H) . 7. 4 3 <s, 1 H) , 7. 4 
5 < s, 1 H) . 7. 42-7. 4 6 <ni. 1 H) , 

8. 05-8. 13 (m. 1H). 8. 59 (d, J = 50 
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5. 1 Hz. 1 H) 

mmfttm (fd-ms, m/z > : 49 7 <m + > 

[006 5] mj&m 1 3 N- {4- [ ( 6, 7 -VM 
Y*r*s-4-*rS % )ns) - 2 -7 )\,*U7 

)V) ~N > - (4-7^^7x^1) -N, N' 

N- {4- [ (6, 7 h*^-4-*/UW * 

- 2 -7JU^P^^^;U} -N' - (4-7JI/* 
P7*^) -)I/T (28 9mg) SN, N-S^*;l> 
t^A7 U'(2ral) KSJB U 0 "Ci 0 fcf*0C*3R 
{b^FU^A (60wt%, 2 3mg)*ttKliSt 
lWJMftLfe. *(C3-)ft^^K0. 0 38ml) 
£Jjnx.T, S6CC*ffliri 0#IH«¥Lfc. JSl£««c* 

Stffi^" F y A-cttttlL/fco «BET»«*B*0T»6 
ft/c£S3£. ^aWA/^^HM5 0/l) t 

U SiHC!>ffc&«0* 1 0 1 m g % WM1 2>%~emc 0 
[0066] 1 H-NMR (CDCh , 4 0 0MH 
z) :53. 20 (s, 3H) , 3. 24 (s, 3 
H), 4. 04 (s, 3H). 4. 06 (s, 3H). 

6. 32 (d. J = 5. 1Hz. 1H), 6. 65- 
6. 76 (m. 2 H) , 6. 87-6. 98 (m, 5 
H) . 7. 44 (s, 1H) . 7. 44 (s, 1H), 
8.56 (d. J = 5. 4Hz, 1H) 
JM#ttffl (FD-MS. m/z ) : 4 7 9 (M + ) 

[006 7] HJfeffi 1 4 N- (2. 4-*J7)l>>fa7 
- j\T ~ {4- [ (6. 7-^> h^->-4- 
^W^) t^is] - 2 -7Jl*ti7 - N, 

N- (2. 4 -N' - {4- 
[(6. 7-^h+i/-4- + /'JW ^^>] -2 
-7^D7^;H ^U7(193mg) iN, N- 
i^y ^UrhJUAT 5 F (2ml) 0'Cilfc 
f|{C*fftth^A (6 0wt% 3 1mg)£?jn*. 

tiariMffit wca^t^^u (o. 0 4 
8mi) £mr, seccaan ofmmnuit. s 

■«4&Jctttt:*~ F y •> ArfSKLfc. WBETiSK&a* 
LT?#&*ifcgSSSr. d^PO*W^ (5 0 

/ 1 ) r jRH-r s »■ i/';#ywDvn^57^«: 

[0 06 8 ] 1 H-NMR (CDCh f 4 0 0 MH 
z) : 53. 18 (s. 3H) . 3. 20 (s, 3 
H) . 4. 06 (s , 3H) . 4. 08 (s. 3H) . 
6. 40 (d. J=5. 6Hz, 1H). 6. 63- 
6. 81 (m, 4H) , 6. 9 6 -7. 0 5 (m. 2 
H) . 7. 45 (s. 1H) . 7. 54 (s. 1 H) . 
8. 56 (d. J =5. 4Hz, 1 H) 
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KBdWffi' <F D-MS. m/z ) : 4 9 7 (M + ) 
[0069 ] mntft l 5 N- (4- [ (6, 7 -*j>m 

;U) -N, NT -yji^-N' ~ (4-7 )l*U7 x 
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H) 

Bfi^Wffi (FD-MS, m/z ) : 52 5 (M + ) 
[0 07 3] ggjfefffl 1 7 N- (3, 4-V7)V*U7 
-N' - {4- r (6, h^->~4 - 



N— {4- [ (6, 7-^F+i>-4- + ^»J^) * NT -S^x^jl/fr ur 

+ 2^] -2 -7Wd7x^H — N' - (4-7Jl/# N- (3. 4-y7JWD7*-Jl/) -N' - {4- 
07*^W "?U7 (37mg) N - [ (6, 7 - i/j h 4 - * y>J no -2 

^7 5 F ( 1 m 1 ) icmML. 0 - CiL//c«CC**fb -7Wa7si;H -)U7 (1 1 Omg) %N, N- 
(60wt%, 1 3 ms ) 4ttlxrSva~Cl . 10 ^fW;U7 5 K (2 m 1 ) tcSWU O'Cil/c 

BB»»l/fc. ^ca^fbx^U (20^1) ^C*lRfb^hy^A (60wt%, 25mg) £#Dx. 

r, 5 ^tc^fi-e i o #1888*1, ft:. m.fcmtt?k£m r^sr 1 o^msftLfc. :xct H^bx^ju ( 6 o ju 

^aotfJl/ArffliHlU 1 ) ZMZX, S6CcgffiT2 O^PJStfPLfc. KISS 

«H©{t^!»&3 6 me, iR*8 8%r»fc. (1/1 ) tir^Ii^^^^P7h^77v 

[007 0] ' H-NMR (CDC1 S , 400MH -CC<fcQffl»U JIHCDft-S4S«: 6 0 m s . JR*4 9% 

z) : S 1 . 13-1. 19 (m, 6H). 3. 58- TfBfc. 

3. 69 (id, 4H), 4. 05 (s, 3H), 4. 0 20 [0074] 1 H-NMR (CDC 1 a , 4 0 0MH 

6(s, 3H) . 6. 35 (d, J =5. 4Hz, 1 z) : 8 1. 10-1. 18 (m, 6H). 3. 57- 

H) , 6. 65-6. 73 (m, 2H), 6.80- 3. 65 (m, 4H) , 4. 02 (s, 3H), 4. 0 

6. 90 (ro, 5H), 7. 44 (s, 1 H) , 7. 4 5(s, 3H) , 6. 34 (d, J = 5. 4Hz, 1 

5 (s, 1 H) , 8. 5 7 (d, J =5. 1Hz, 1 H) . 6. 58-6. 7 4 (m. 4H) , 6.8 3- 

H) 6. 89 (m, 1H). 6. 91-7. 00 (m, 1 

WMftffim (FD-MS, m/z ) : 50 7 (M + ) H) . 7. 4 2 (s , 1H), 7. 50 (s, 1H), 

[0 07 1 ] mwm 1 6 N- (2. 4-Z?7)V*uy 8. 55 <d. J = 5. 1 Hz . 1H) 

x^;i/) - I\T - {4- [ (6. 7-^h*->-4- M#tffffi (FD-MS, m/z ) : 5 2 5 (M + ) 

^yjiQ - 2-y ivtvy - n, [007 5] mf&m 1 8 N- (2, 4-^7)V^uy 

N' -^Ji^Jl^UT 30 - N' - (4- [ (6, 7-^h^^-4 

N- (2. 4-i?y)i#ay*~)V) -N* - {4- -^yy;i) - 2 ^Jb:? ^^;u} -N-y 

[(6. 7-^h+i/-4- + >"J;l/) - 2 ^J^I/7 

-7)\s*U7 x~)l>} -Jl/7 ( 10 Omg) *N. N- 4- [ (6. 7-^ h^^-4-^^'J^) *^>] 

^W;U7; K (2m 1 ) tCSJWU O'CiOfc - 2 -y *-;UT x y > (2 0 0 m & ) £rh;Ux> (1 0 

8MC**ffc* h y^A (6 Ow t %, 15mg) W ml), b *) x^JUT 5 > ( 2 m 1 ) icmffiMKLtc 

rmuximr$MWLtc 0 mcavitx-f-jv (b i u f& ^Da^5?> (o. 5mi)«:8)Bifehyw 

i ) *3jnAr. 3 6tcisti 5mrsmr4utc 0 ^m y>(2iim?) ^m^-c5»mi}umm^btc 0 ;jwc 

Cc**»nA. Smx^rJBtijU ftKx^WBfcffifD N- (2, 4-^7;^P7^;H -N-^W5 

AfckTiftc^ h y At^l/c, >(277mg)m-C, i* 6Cc 1 B$mftlM9iftL 

««£B*LTf#&JhfcSS3* fc ^nn*;UA/r-fe h 40 fc. J^SfcfifflKK*** h y £A7jc««4Jnil, St 

> (5/1 ) rjRH-rS^y^yJl/^ov h 9v7 4- Kx^TjffitBU Sl^x^Jf&^WSSK^h y»5A 

CC«fc9fll«U l8H©ft^**6 6mff. JR*6 0Kr rlSBILfc. .«ET*«*B*0r»6ftfc»S * 

ff/co PPWA/7th> (2/i) rsBB-r-s^y^y^ 

[0 07 2] 1 H-NMR (CDC 1 3 , 4 0 0 MH V t?^ y a -Cc J: «5 ffiM L , *HCDYk^ft!«r 2 4 

z) 12-1. 19 (m, 6H) , 3.5 6 7 me. 4X^8 2%T»/c. 

-3. 6 4 (m. 4H), 4. 05 (s, 3H), 4. [0076]' H-NMR (CDC 1 3 , 4 0 0 MH 

07 (s, 3H) . 6. 41 (d, J =5. 4Hz, 1 z) : 6 2. 0 2 (s, 3 H) . 3. 32 (s, 3 

H) . 6. 64-6. 77 (m. 4H), 6. 88- H) , 4. 05 (s, 3H) . 4. 0 7 (s. 3H), 

6. 94 (m, 2H) , 7. 4 5 ( s. 1H). 7. 4 5. 96 (s. 1H) , 6. 49 (d, J = 5. 6H 
9 ( s. 1H), 8. 57 (d. J = 5. 4Hz, 1 50 z, 1H) , 6. 94-6. 96 (m, 1 H) , 7. 0 
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1-7. 0 9 (m, 3H> . 7. 42-7. 49 (m. 
1 H) , 7. 5 5 (s. 1 H) . 7. 58 ( s. 1 

H) . 7. 86 (d, J = 8. 8Hz, 1H), 8. 4 
5 (d, J =5. 6Hz, 1H) 

WMftftin (F D-MS, m/z ) : 479 (M + ) 
[007 7] miMm 1 9 N- (3, 4-*Jy)\,*uy 
*x;U) - N ' - {4- [ (6, 7-^ht^"4- 

4- [ (6, 7 h*->-4 -*^y;U> ^*^>] 10 
-2 ^JUTxy > (80mg) * h;Ux> (4m 

I) , FVx^75>(0. 8 m \ ) t,ONMmmi>tc 
» % *^tan> jr> (0. 5m 1 ) CCjgJUL/ch 

y> (84mg) £^T5#P B Wa^M&&L/c 0 
N- (3, 4 -N-^^T 
5 > (40mg) £flD*T, $ <E>K: 1 B*|ffljjn8&«a£ L 
It. fi(6««cft*aKM*3R^ h U-5A*«aBB*tti*:, * 

£ v ^OP*;U/7-fe h> ( 3/1 ) -CMPB-ri^U 20 

^78mg s JR^6 3 %Tf#fc. 
[0 07 8] 1 H-NMR ( CDC 1 3 , 40 0MH 
z) : a 2.01 (s, 3H) , 3.36 (s, 3H) , 
4. 05 (s , 3H) , 4. 0 7 (s 3H) , 6. 0 

5 (s,lH) , 6. 48 (d,J =5. 4Hz, 1 
H). 6. 95 (d,J = 2. 7Hz, lH). 7. 03 

(dd, J=2. 7. 8. 5Hz. lH) . 7. 10- 
7. 40 (id, 3 H) , 7. 55 (s, 1 H) . 7. 5 

6 ( s . 1 H ) . 7. 89 (d, J = 8 . 8Hz, 1 30 

H) , 8. 4 5 (d, J = 5. 6 Hz, 1 H) 
WMftftm (F D-MS, m/z ) : 47 9 (M + ) 

[0 07 9 ] mMffl2 0 N- (4-7il/tP7x^ 
JU) -N' - {4- [ (6, 7 -So* h=fr^-4 

y;iO - 2 -y^ju^ *xju} -N-xg-jufr 

4- [ (6. 7 - Z?M h**s - 4-*S*JJl) 

-2 5^Txy> (9 3m g) £ h;l/X> (10m 

I) , h V 3-*)VT S > ( 1 m 1 ) tcm&MMLtci^ 
'pm<DZ>2UUji *>ttjgfl¥l/fc h VftX#> (9 8m 40 

Br) *an^.T5^ra»nJ»jBi5ELfc. ^cc. n-x^ju- 

N - (4 -y)l*U7 7;> (50mg) *SP 

h> (5/1) "CJHBB-rs^y *«^a7 -f 

[0 08 0] 1 H-NMR (CDC1-, , 4 0 0MH 50 
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z) : $ 1. 07 (t, J =7. 1Hz. 3H) ,2. 

0 7 (s, 3H), 3. 68 ( q , J = 7 . 1Hz, 2 
H). 3. 92 (s, 3H), 3. 94 (s, 3H) . 

6. 42 (d, J=5. 4Hz. 1H), 7. 00- 

7. 07 (m, 2H) , 7. 2 1 (s. 1 H) , 7. 2 
7-7. 46 (m. 5H). 7. 48 (s, 1H) , 

8. 47 (d, J =5. 1 Hz, 1H) 

nmftffim (fd-ms. m/z > : 47 5 (m + > 
[0 08 1 ] jgttW2 1 n - (2, 4-z/y)V*vy 

-N f - (4 - [ (6, 7 h^V-4 - 

4- [ (6, 7 h+->-4-^^';;u) 
-2-^W^«;> (lOOrag) £h;Ux> (8m 

1 K h Vx^jbT 5 > < 1 m 1 ) tcftfl»««Sl/fc», 
^DP>^> (1ml) «C»j»L/cMJ ( 1 
05mg) *»D*r5»PaaB»jaifiL/fc. ^CCN- 
(2. 4-^7Jl/tP7x^JK -N -x^jUT 5 > 
(60mg) ^mr, 3 3B#r^flD^ilSScL/c 0 

p^;vA/r-feh> (5/i) rswrswji^i;*^ 

Omg, I$m4 4%rf#/c 0 

[008 2] 1 H-NMR (CDC1 S , 4 00MH 
z) : 8 1. 1 2 (t. J =7. 1Hz. 3H) . 1. 
92 (s, 3H), 3. 71 (q, J = 7 . 1Hz, 2 
H) , 3. 97 (s,3H), 3. 98(s,3H), 

5. 79 ( s , 1 H) , 6. 3 8 (d, J = 5. 4H 
z, 1H), 6. 86 (d, J = 2. 7Hz, 1H), 

6. 92-7. 0 3 (m, 3H), 7. 30-7. 38 
(m. 1 H) . 7. 40 ( s. 1 H) . 7. 47 (s. 
1H) , 7. 78 <d, J=8. 8Hz, 1 H) . 8. 
3 8 (d, J = 5. 4Hz, 1 H) 

WmfrVim (F D-MS. m/z ) : 4 9 3 (M + ) 
[0083]iM22_ N' ~ (2, A-isyfrtU 
7x^il/) -N - {4 - [ (6, 7 -So* H^->-4 - 

N — {4 - [ (6. 7 -VJ h*f-4-*sV)\') * 
+ -2-^^^^x^Jl/} -N-^^JUT^> (8 
Omg) £I-^x> (8ml) fcftflS«»PL/c«, 2, 
4-^7;WP7*r.;WV'>7t- h (40m 1 ) 
fflitrS^fWflllftaaEL*:. J5J£*££^*1f>/T-fe h 

>/^pp^^> (4/3/1 ) vmm?z>i/vxy 

;l/^P7h^7 -r-«:J:9»»U «H<ZHfc#»* l 
07mg ) *K*9 0%rff/c o 
[0 084] 1 H-NMR (CDC1 3 f 4 0 0 MH 
z) : 52. 3 5 (s, 3H) , 3. 32 (s, 3 
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H) , 4. 06 (s, 3H) . 4. 08 (s, 3H) . 

6. 17 (s, 1H), 6. 58 (d. J = 5. 4H 
z. 1H), 6. 7 4-6. 8 9 <m. 2H). 7. 1 
4-7. 23 <m. 2H> . 7. 40 (d. J = 8. 3 
Hz, 1H), 7. 53 (s, 1 H) . 7. 55 (s. 
1H). 8. 06-8. 14 (id, 1H) , 8. 56 
(d. J = 5. 4Hz, 1 H) 

(FD-MS, m/z) : 47 9 (M + ) 
[0 08 5] mt&M23 N- (2, 4-^7;W7 
xx;l/) -N' - {4- [ (6, 7-^h*->-4- 10 
Jr^U] - 2-J*)\s7x.~)l} - N, NT 

N- (2. 4 -isyjlfuy -N' - {4- 

[ (6, 7 -2^ h*2x-4 -*>";A<) #=^>] -2 
-y^:7*x;U} (52mg) *N, N-i>^ 

^jU*;VA7S F(lml) KiSISU 0°C± Ltc&lC 
7kmit+ h (6 Ow t%, 1 8rofir) *iJIl*.TS 

iatlBMriUc. rfctca-Mtx^Jl, (2 7 a 1 ) 4 
mr, SfcteSffir 1 o#ws#o/c. jki£«k:** 

$4, ^nn*;UA/>^^-;U (5 0/1 ) TSBBT 

IHOf b^1»* 46mg, Mm 7 9 %rf#fc. 

[0086] 1 H-NMR (CDC 1 3 , 4 0 0 MH 
z) : S 1 . 05-1. 2 5 (m, 6H). 2. 10 

(s, 3H). 3. 40-3. 8 0 (m, 4H) . 4. 
05 (s , 3H). 4. 06 (s. 3H), 6. 38 

(d, J-5. 4Hz, 1H), 6. 60-6. 92 

(m, 6H) , 7. 45 ( s, 1 H) , 7. 5 0 (s. 30 
1 H) . 8. 54 (d, J = 5. 1 Hz. 1H) 
I1MKFD-MS, m/z) :52 1 (M + ) 

[0 08 7] mM96 2 4 N- (2, 4-$>yjU*vy 
- NT - [4- [ (6, 7 Y^ris- A- 

4- [ (6, 7 h^^-4 -*>"JJl/) 
-2-M h^>7-y> (4 Omg) * h;1/X> (5m 

i ) ccani»a@fj»iyfea. 2, 4-^;^P7^;w 
v->t±- h < 3 o ix i ) *2raitT i . 5B$mAP^S% 

x-^l/-C*5fc»U SH©fb£!»«:2 7niff, Jfc*4 7 

[0 08 8] 1 H-NMR (CDC 1 3 , 4 0 0 MH 
z) : S3. 8 8 (s , 3H) , 4. 07 (s, 3 
H). 4i 08 (s, 3H), 6. 56 (d. J =5. 
6Hz, 1 H) . 6. 75 <d. J =2. 7Hz, 1 
H) , 6. 7 9 -6. 95 (m, 4H) , 7. 22- 

7. 29 (m. 1 H) . 7. 5 8 (s. 1 H) . 7. 5 
5 (brs, 1H), 8; 0 0-8. 08 (m. 1 

H), 8. 22 (d. J = 8. 8Hz, 1H). 8. 4 50 
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8 (d. J = 5. 9Hz, 1 H) 

mmmm (fd-ms, m/z) : 4 8 1 (m + > 

[0 089] 5 N' - {4- [ (6, 7 -V 

yF^>-4-^/yjv) 

^;u} -N- (4-y)V*xiyx.~)i>) -n->?-j1/9 

4- [ (6, 7-^F4$/-4-^^'JW 
-2-> h*^7x»J> (8 Omg) 4h;^> (5m 
1), hViWsXO. 8m 1 ) CC»p|»»JBLfc 
ft, ^PP^*>(0. 8m 1 ) ttCffiffiLtch 
y> (83mg) *»PA-C5*fflftI«iai*U*i. »CN 
- (4-7WP7^^l/) -N ^;UT$ > (3 
8m g) 4Jjn*.t\ 2 6K5B#rtf^fcjI3EL/c 0 JSlSjR 
«c»«KBr**^h ';^A7k^rg4/jn^, §^x^;ur 

A/r-fe h> (8/1 ) r«1*^Il^'j^y;^P 
vh^5:7*--K:j:DflHKU «BDffc6»t7 0m 
4X*5 9%Tf#/Co 

[0090] 1 H-NMR (CDC 1 3 , 4 0 0MH 
z) :53. 35 (s, 3H), 3. 65 (s, 3 
H). 4. 05 (s , 3H), 4. 06 ( s , 3H) . 
6.46 (d. J = 5. 6 Hz, 1H) , 6. 62 

(d, J=2. 4Hz, 1H), 6. 79 (dd , J 
= 2. 7, 9. 0Hz, 1 H) . 6. 89 (s, 1 
H) . 7. 17-7. 22 (m. 2H>. 7. 35- 
7. 38 (m, 2H) . 7. 49 (s. 1H), 7. 5 
5 (s, 1H), 8, 28 (d, J =8. 8Hz, 1 
H) . 8. 4 6 (d, J = 5. 4Hz, 1 H) 

mmtwim (fd-ms, m/z ) : 477 (m + ) 

[0 09 1 ] m&m2 6 N- (2, 4~i>7)l*a7 
xxjl/) -N' -14- [ (6, 7 -V>J H^>- 4 - 
*rSV)l) ^^->] - 2 --^ h^rzsy N 

4- [ (6. 7 -i^ h*^>-4 V)l>) 
-2-M h*UT~*)> (7 5mg) £rh;bx> (1 0 
ml), h'jxW2> (0. 5m 1 ) frcMS©ft?U 
^^PP^^XO. 5m 1 McSJBt/fcM;* 
xy> (6 5mg) *SDAT5^ia*P«iiIi*Lfc. & 
lc\ N- (2. 4-isy)i*ay 
7 5 > ( 6 9 m g ) ZtiUfLX. 3 6iC 1 B#BBiraaMBifiL 

PP*^A/7-feF> (2/1) vmffl?ZisV%<!f)l 

*?u~?w?y *-ccj:Dfli»u mmmt^m^s 3 

rag, JR*7 3%rf#/c 0 

[0092 ] 1 H-NMR (CDC 1 3 f 4 0 0 MH 
z) : 53. 3 6 <s. 3H) , 3. 70 ( s , 3 
H) , 4. 0 5 (s f 3H) , 4. 0 7 ( s , 3 H) . 
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6. 49 (d, J = 5. 6Hz, 1H), 6. 64 
(d, J = 2. 4Hz, 1H), 6. 80 (dd, J = 

2. 4, 8. 8Hz. 1H) , 6. 94 ( s. 1 H) , 

7. 10-7. 18 (m. 1H) . 7. 2 0-7. 3 4 
(ro, 2H) . 7. 5 6 ( s. 1 H) , 7. 5 6 (s. 
1H), 8. 2 6 (d. J = 8. 8Hz, 1 H) . 8. 
4 6 (d, J = 5. 6Hz, 1 H) 

Wmfrffim (FD-MS, m/z ) : 49 5 (M + ) 
[0093] mmM2 7 N- (3. 4-^7WP7 
xx;U) -N' - {4- [ (6, 7-^h^->-4- 10 
yjlQ - 2 F^->7x^Jt/) -N-y 

4- [ (6, 7-^-rf h^v—4 *^>] 
-2-^ h^Txy> (80msr) £: h;Ux> (5m 
1), F'jxWsXO. 8ml ) frcftUft«)(?L,te 
» % y^ua^^xo. 8m 1 ) {C8»Lfch y** 
^> (8 3mg) ,&mZXb&tnimMglL1t. iWCN 

- (3, 4 -isy -N-J?)\/T^> 

*;l/A/T-feh> (8/1) -CJUBBTSWIl^y*^ 

[0094] ' H-NMR (CDC1 3 t 4 0 0 MH 
z ) : S3. 3 6 ( s , 3 H) , 3. 7 0 ( s , 3 
H) , 4. 06 (s , 3H> . 4. 07 (s, 3H) , 

6. 49 <d, J = 5. 6Hz, 1 H) » 6. 64 

(d. J = 2. 4Hz, 1H), 6. 80 (dd . J 30 
= 2. 4, 8. 8Hz, 1 H) . 6,94 (s, 1 
H). 7. 14-7.18 (ro, 1H), 7. 22- 

7. 2 9 (m. 2H), 7. 56 (s, 2H), 8. 2 
6(d, J=8. 8Hz, 1 H) , 8. 46(d, J = 
5. 6Hz. 1 H) 

HM^Wffi (FD-MS, m/z ) : 49 5 (M + ) 
[0 09 5] 8 N' - (4- [ (6. 7 - ^ 

X h^>-4-^y;W -2-> F^^j; 

x;b} -N-x^jU-N- (4 -7Jl/afP7 x-^JU) 9 
UT 40 
4- [ (6, 7 h + S^-4 -*y»J^) 
-2-^ h + '>T^y> (80mg) £Ml/X> (1 0 
ml), h'jx^7^> (2ml) fCjOMl/c 

^PP^^XO. 5 in 1 ) iCigjKl/fch y** 
^> (80mg) *»DAT5^HMinl»a«l/*i. JKCcy 
^OP^^XO. 5m 1 ) CCjgJBLfcN-x^Jl'-N 

- (4-y)\s*U7 *~)l>) 7;> (5 lmg) £fiUx. 

x\ secc 1 8^HHnn»aaote. sasuKAwiiawc 
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t*b/c 0 ^JETS^^SSUTff^ti/c^^*, i^pp 
^;UA/7-fe h> (2/1 ) r«Hr&»IBf "J 
^Pvh«7 ^-OCjcOffiJSU HgicD{b^>&7 5 
me, flX*6 3%TWc„ 

[0 0 9 6] 1 H-NMR (CDC1 3 f 4 0 0MH 
z) : 8 1. 19 (t, J =7. 1Hz. 3H), 3. 
63 (s, 3H), 3. 81 (q, J =7. 1Hz. 2 
H) , 4. 04 (s. 3H) , 4. 05 (s. 3H) . 

6. 44 (d. J=5. 4Hz, 1H). 6. 60 
(d, J = 2. 7Hz, 1 H) . 6. 74 ( s, 1 

H) , 6. 7 9 (dd, J =2. 7, 8. 8Hz. 1 
H). 7. 18-7. 24 (m. 2H), 7. 3 1- 

7. 36 (m, 2H), 7. 47 (s, 1H), 7. 5 
5(s. 1 H) , 8. 28 (d, J = 8. 8 Hz , 1 
H), 8. 45 (d, J = 5. 4Hz, 1 H) 
MKMFHB (FD-MS. m/z) : 49 1 <M + ) 

[0097] mmmz 9 n- o, a-w^xiv 

xx;l/) - N' - (4- [ (6, 1 -V* h^->-4 - 
^^y;U) -2-> -N-x 

4- [ (6. 7-i?y h^i/-4-*^yjU) 

-2 h*i/Txy > (80mg) * b;Ux> ( 1 0 

ml), h 'JxWS> (2ml ) tc^ig:B?L/c 

^aoy^xo, 5m i ) tcmmistcb 

y> (80mg) *j!inA-t5^IBjtlrt»afi»L*:. iWCi> 
^C3P^£> (0. 5ml) tCt&mUtcN- (3. 4- 
y7Jl/tP7i^b) -N-x^75> (58mg) 

£ v h> (2/1 ) TSHtSBi 

vy^y;^P7h^7 -f-ccj^ffisu mm<Dit 

^50mg ( iR^4 0%Tf#/c o 
[0098] 1 H-NMR (CDC 1 3 , 400 MH 
z) : 8 2. 00 (t, J =7. 1Hz. 3H) , 3. 
67 (s, 3H), 3. 80 (q, J=7. 1Hz, 2 
H) , 4. 05 (s, 3H) , 4. 06 (s, 3H) . 

6. 45 (d, J = 5 . 4Hz, 1H). 6. 63 
(d, J = 2. 4Hz, 1 H) , 6. 77 ( s. 1 

H) . 6. 7 9 (dd. J =2. 4. 8. 8Hz. 1 
H) . 7. 1 0-7. 15 (m, 1H) , 7. 19- 

7. 23 (m, 1H), 7. 2 7 -7. 3 5 (m, 1 
H) , 7. 4 7 (s, 1 H) . 7. 5 5 ( s, 1 H) . 

8. 24 (d. J =8. 8Hz, 1 H) . 8. 4 6 
(d, J = 5. 4Hz, 1 H) 

MKMFfffl (FD-MS, m/z ) : 5 0 9 (M + ) 
[009 9] jQBW3 0 N' - (2, 4-jS7)U*v 
7x.^)l) -N- {4- [ (6, h^->-4 - 
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N- {4 - [ (6. 7 -$>J h*ix-4-*y yjl/) * 
*f] - N -x^Jl-T S > (35mg) £ h 

Jl^> (5ml ) CCM»SJBb/c». 2, 4-i/V)l>* 
P7x^M7^7t- h (3 0 u 1 ) SrftlAr 2BSH 

-ferh> (8/1 ) rSH-r4WH^U*yjl/^civh^ 

6 9 %TWc 0 

[0100] 1 H-NMR (CDC 1 3 , 4 0 0 MH 
z):S1.23(t.J=7. 1Hz, 3H) , 3. 8 10 
4 (q. J =7. iHz, 2H) , 4. 06(s , 3H) . 
4. 07 (s, 3H) . 6. 24 <d, J =2. 9H 
z. 1H), 6. 5 7 <d. J = 5. 1Hz, 1H), 
6. 73-6. 89 (m, 2H) , 7. 33 (d. J = 
8. 8Hz, 2H) , 7. 43 (d, J = 8. 8Hz, 
2H) , 7. 49 (s, 1H) , 7. 53 (s. 1 
H) . 8. 08-8. 16 (m, 1H), 8. 45 

(d, 3-2. 8Hz. 1 H) 
MKMffffi (F D -MS. m/z ) : 4 7 9 (M + ) 

[0101] m&mi 6. 7 -*/M h^>- 4 20 
P> 

2' -Ta/-4' . 5* -i^ h + fT-fe h7 
(3 0 0mg) CCT-h^t Fd77> (6ml) SrflD*. 
iSJ»U ^hV^A^^^-h (250mg) 
OftfflMftbtc. »t^¥B!if;l/ (0. 5ml)a 
xT 1 5 OiflflBifHfLfc. SlSjRtc*; (3ml) &jJD* 

3 o$wH«#Lfc«. i o%*M*anASi«tB«3W4 

tfcb/c 0 -fy-T-U- hTttfM»*r«ffiU 7k (3ml 
-TffijH tyT«H<D*t^ft* 310mg, iR^ 9 8 % 30 

[0102] ' H-NMR (DMSO-de , 4 0 0M 
Hz) : 6 3. 82 (s, 3H) . 3. 86 ( s , 3 
H) , 5. 94 (d, J = 7. 3Hz, 1H), 6. 9 
6 (s. 1 H) , 7. 44 (s. 1 H) . 7. 7 6 

(d. J = 7. 3Hz, 1 H) , 11. 5 2 ( s , 1 
H) 

fffi^flffB (FD-MS, m/z") : 2 0 5 (M + ) 
[0103] «j&082 4-^PP-6, 

>> U > 40 
6, 7-^F+^-4-^yn>(40. 0g)£h 
(4 0 0ml) (fCm^. */—>X* — 9 Vyv? 

X£-# T7 B ££fU **'>ttftU> (2 5m 1 > 
fcttl*.. 2. 5B^M*ra%Lfc. 10 

«s»7Kli*^t>*te. zWiecte* (10 0ml) 4* 
( i oo g) tin*.. i 0 9tf7k»^n;^A7k««ft 
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>"Cj&fcHL. «S*lA&* (300ml. 2 0 0ml) "C 

{t^a*3 3. 0 7 JR*8 3%rf#/t. 
1 H-NMR (CDC 1 3 , 5 0 0MHz ) : 8 4. 0 
5 (s , 3H) , 4. 07 (s. 3H) .7.36 
(d. J =4. 9Hz, 1 H) , 7. 4 1 ( s. 1 
H), 7. 43 (s, 1H), 8. 59 (d, J =4. 
9Hz. 1H) 

[0104] »jfiW3 4 - (3 -7;M-p-4 -r. h 
P7x7^) -6, l -VM Y*u*y 
4-£aa-6. 7-^-rf F*^*^'J> ( 1 0. 23 
sr). 3-7^tP-4-^hP7x^-;l' (14. 3 
7 fir) W7^pp-c>t'> (10 0ml) fcSRSU 

-mDmm&btc 0 «jbet«»*s*u 

4. 1 9 sr. JR*9 

[0105] 1 H-NMR (CDCl'a , 4 00MH 
z) : 54. 05 (s, 3H), 4. 13 (s, 3 
H) , 6. 82 (d, J = 5. 9Hz, 1H), 7. 1 

1-7. 1 8 (m. 2H) . 7. 4 2 (s, 1 H) . 
7. 87 (s. 1H), 8. 27 (t. J = 8. 5H 
z. 1H). 8. 65 (d, J=5. 9Hz. 1 H) 

[0106] 4 - [ (6, 7 -VI b^>- 

4- (3-7;btD-4-^FP7xy^y) -6, 7 
h (4. 5 7g)^ H®*^/ 
N. N-^-*^;U*;l/AT 5 K/h VxWTS > < 1 
00ml/100ral/20ral) tcjfflRU *&ffc>* 
( 1 . 1 4 fir ) tfllR, 7k^#HMT^ST 1 

mmnLtc 0 hsau^a. wets«&»* 

4. 2 7. sr. mmmmtc. 

[0107] 1 H-NMR (C DC 1 3 , 4 00 MH 
z) : &4. 06 (s, 3H), 4. 07 (s, 3 
H) , 6. 50 (d. J = 5. 6Hz, 1H), 6. 8 
0-6. 9 6 (m, 3H) . 7. 53 (s. 1H). 
7. 55 (s. 1H), 8. 48 (d. J = 5. 4H 
z. 1H) 

[0108] gjftfflS 4 - [ (6. 7-1/ J b*rt/~ 
4-*/Vfr) t^ris] - 2 - > h^>T^'J > 
4- (3 -V)l>*a- 4 -~ h P7* -6. 7 

-i^y h*^*-/y> (3. 50g) ^^^-JK5 
0 0ml ) GCM&§8?U Ktt3S/y?A (2. 8U) 
tttl*. *(»ri«FlHI«}t0fc. *ET*«*B£U 
»SR:tt«K»*3R*- h v *A*jffi«*ffli*., ^pp* 
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jc^u/t^ ^;^;bA7 5 K/ V y x-f-JlT 5 > ( 2 
OOml/lOml/lOml) Ct*gfl?U TkffiMb^ 
S^A (0. 88g) 7*^1?HSiT^fir 1 Ijft 

t7^F5il/c 0 5?K?:fiSfP^**^ h y ^ 

[0109] 1 H-NMR (CDC 1 3 , 4 0 0MH 
z) : S3. 85 (s, 3H) , 4. 06 (s, 3 10 
H) , 4. 07 <s t 3H). 6. 49 (d, J = 5. 
4 Hz, 1H), 6. 63-6. 67 (m. 2H) , 
6. 75-6. 79 (m. 1H), 7. 52 (s. 1 
H), 7. 59(s, 1H), 8, 46(d, J=5. 
6Hz, 1H) 

[oiio] m&me 4- [ (6, 1 h^->- 

4-^nn-6, 7-^ h + ^yj> (5. 0 0 
e) . 4--HP-3 -Mf-fry (6. 85 

g-) ^y^PPO-b'> (2 5ml) te!R«U — 5ft 20 

n/citgH ( 6 . 8 9 g ) CD— gp ( 1 . 36g) *M*x 
f;l//^f;I/^A7 5 F/F^x^l/T^ (2 5 
ml/25ml/5ml) tC*ll?U *BMfcA<5 i?£ A 
(0. 3 4 g) £2jn*. 7k3R»H«T*Bri*aWL 

tttHU ^na*JbAJH«r«l*»M*- h y>AT'*g*SL/ 30 
fc. JSBET*SK*a*L, 3W<Dft£»* 1 . 3U 4 
JK^9 1 %t»fc. 

[0111]' H-NMR (CDC 1 a , 4 0 0 MH 
z) : S 2 . 21 (s, 3H), 4. 05 ( s , 6 
H) , 6. 45 (d, J = 5. 6Hz, 1 H) . 6. 7 
4 (d. J = 8. 3Hz, 1 H) , 6. 87 (dd, J 
= 2. 7, 8. 3Hz, 1H), 6. 91 (d, J = 
2. 7Hz, 1H) , 8. 45 (d, J = 5. 4Hz, 
1 H) 

[0112] »SW7 N- {4- [ (6, 7-&Jh 40 

afcfcBt® (0. 18ml), STM ( 0 . 10ml)*6 
0 4 CC12 0^P B »U o 4 - [ (6, 7-^Ft 

sx-4- + -/yju) - 2 -7j^ar^ y > 

>XTttH]U ^PP^^JBtJ^iW^hy^Ar 
FP7^> (20ml) tcSJBU *»T*3R{t'J 50 
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^-JAT^^^A (48mg) £JjDx., Mt4 0» 

IHU ^Ktt^hy^ATftfcUfc. MET^SS^S 

1) -Sii V 'J ^ D7 h ^7 7 ^(cj; 

OflHHU «H®fb^»*8 7mfif. 4J»4 1 %Ti# 

[0 1 1 3 ] 1 H-NMR (C DC 1 3 , 4 0 0 MH 
z) :52, 93 (s, 3H), 4. 06 (s, 6 
H) , 6. 46 (d. J = 5. 4Hz, 1H), 6. 6 
9-6. 76 (m. 1H), 6. 85-6. 93 (m, 
2H) , 7. 46 (s, 1H). 7. 56 (s, 1 
H), 8. 47 (d, J = 5. 4Hz, 1 H) 

(FD-MS, m/z) : 32 8 (M + ) 

[0114] «i5ff!18 N - { 4 - [ ( 6 . 7-^h 
^->-4-^^UJU) - 2-7)V*a7 

4- [ (6. 7 -*J>M h + ^-4 -Ir.S'Jfr) **rU] 
-2-7Wa7i';> (8 1 3mg) l:^an^A 
/h * > (3 0m 1 /3m 1 ) fctjfflBU % 

fbr-fe*JU(0. 3 7ml)Mt Sffl-C5#|IUS# 

^np^AtitUl, ^oo^^ajis^KSEM^ h 

rh7tFa^7> (20ml) tC?8« U *?£T 
**itU^">ATJl/5-^A (0. 39g)^:Jn^, 1 

*)WimL. mm^*)m*mJmwL± v y ^Ats 

>/r-fe h>/^ao>*> (2/1/1 ) riwj" 
&^y^y^^p-eh^7^-cc<fc5«asL/, sot© 

ft^*»«r 7 66mg, JR* 8 6 %"C»fc. 
[0 1 1 5 ] 1 H-NMR (C DC 1 a , 4 0 0 MH 
z) : S 1. 3 4 (t. J =7. 1Hz. 3H) , 3. 
20-3. 28 (m, 2H) . 4. 06 (s, 3 H) . 
4. 07 ( s , 3H), 6. 50 (d, J = 5 . 6H 
z, 1H) t 6. 71-6. 77 <m, 1H), 6. 8 
6-6. 9 2 (m, 2H) , 7. 55 (s, 1 H) . 
7. 57 (s. 1H), 8. 47 ( d . J = 5 . 6H 
z, 1 H) 

[0116] mmm9 n- u- [ <e. i-^^h 

«R4cKK (0. 27ml), §*I§(0. 1 3 m 1 ) *6 
0*Cr9 0^HiaM*L/fc» ^CtC>^na^*> (lm 
1 ) «:BSl/fc4- [ (6, 7 h*^-4 
y^) ^ + ^] -2-y^Jl/T-y> (3 0 0mg) * 
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Oral) CC»»U JX^TTkSRfty^^ATJl'S-^A 

(o. i5g) ta*. 4B#rajjn^MffiL/c 0 **&t* 

>/T-fe h>/^PP^ (4/2/ 

ttU SH6Wfc£**22 7ms. iRS7 2%t?f#/c 0 
[0117] 1 H-NMR (CDC 1 3 , 4 0 0 MH 
z) : $2. 1 7 (s. 3H) , 2. 94 ( s. 3 
H) . 4. 05 ( s , 3H). 4. 05 (s, 3 H) . 
6.43 (d, J = 5. 4Hz, 1H) , 6. 65 
(d. J = 8. 8Hz. 1H) , 6. 9 1 (d. J = 
2. 7Hz, 1H) , 6. 99 (dd, J = 2. 9 . 
8. 5Hz, 1H). 7. 4 2 (s, 1 H) . 7. 60 
(s, 1 H) . 8. 44 (d, J = 5. 1 Hz. 1H) 
[0118] mmffl 1 0 N- {4- [ (6, 7-V>J 20 
h*->-4-*^y^) -2 -^^)iy 

)l>) -N-X^JUT5> 
4- [ (6, 1 -V>M h*5/-4-*^'JJlO 
-2-J?jV7—V> (400mg) ^^onW 
h 'JxW7^ (5m 1 /2m 1 ) tcjgJB U *gfbT 
•fe*;l/(0. 19ml) g»T?5#IB«fl*L 
/Co SJK«CCfifQ^»!7lc*^h U^A*»**ttIiL, £ 
ppjJvrt/A-CffltBU ^PD*^AB*JK#«ra*;*- h 'J 

rF7bFd77> (20ml) JCjgW L , ?K?£T 30 
*JR{tU^-5ATJU5^-5A (0. 20g)^JJD^. 4 

^ppy^> (4/2/1 ) -cswrs^y^y^^p 

l&^6 o%-d#/c 0 

[0119] 1 H-NMR (CDC 1 3 , 4 0 0 MH 
z) : 5 1 . 35 (t. J = 7 . 1Hz. 3H). 2. 40 

17 (s, 3H). 3. 24 (q, J =7. 1 Hz. 2 
H) . 4. 05 (s, 3H) . 4. 05 (s, 3 H) , 
6. 45 (d, J = 5. 4Hz, 1 H) , 6. 6 6 

(d. J = 8. 8Hz, 1H). 6. 91 (d, J = 
2. 7Hz, 1 H) . 6. 96 (dd. J = 2. 7 . 
8. 8Hz, 1H). 7. 46 (s. 1 H) . 7. 60 

(s. 1H). 8. 44 (d, J=5. 4Hz, 1H) 

[0120] 1 1 N- (2, 4-^7j|/tP7 

flRTkftBJ (11. Oml) v ?B(5. 84ml)^6 50 
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0*Cri 2 0^ffl»»L/fc. *C«C2. 4-*J7J\s*U 
T~ U > ( 3 . 9 4ml) Srflllx., ^ST* 2 8 0 »M« 

£ v rh7hFP77>(l 50ml) tCjSJBU 
T**ffcy*2AT;U5~»5A (2. 94g)^Di, 
*ar4 0»IHHH¥L/fc. *»T, EJ23RCC*. JWcft 

"C(£«Lfc. «ETe«*B*l/r»6hfc»S<:, ^ 

+-9->/r*fe h> (3o/i) -cjRra-rs^y^yji/^ 

h J: 9«RU «B©ft^W*3. 4 

8 s, JR*6 3%r»fc. 

[0121] 1 H-NMR (CDC 1 3 , 4 OOMH 
z) : 52. 86 (s, 3H). 6. 58-6. 65 

<m. 1 H) . 6. 74-6. 8 1 (m. 2 H) 

[0122] Wtmm 1 2 N- (2, 

-N-x^;l/T^ > 
2, 4-i?7WPr-'J> (645mg) , T-fehT 
il^rtF (0. 2 8ml)ML^^y-;K10 
m 1 ) K:lfMvy*2^A ( 1 . 2 gr) ±^*DBW« 
JO*.* *»T4 5$WBIW$Ufc. HtfSBteTkSft*^* 
y«?A (5 7 Omg) *Jn&* SMt3 0»B«ff 

*t**»* h y ^rKiUc «BET««*B*ur 

f#e>n/c£i3£,. ^^-^>/r*fe h>/*^nD^j> 

(20/1/1) tiW^^'i^^PvF^^ 
6%r»/c 0 

[0123] ' H-NMR ( C D C 1 a , 4 00 MH 
z) : 8 1 . 28 (t. J = 7 . 3Hz. 3H) , 3. 
16 (q, J = 7. 3Hz, 2H), 6. 60-6. 8 
1 (m, 3H) 

[0124] mmm 1 3 n - (2, 4-s?^;u^p^ 

2, 4-^7WPT^y> (3. 00g)^:fh7t 
Fo77> (15 0ml) CciSJBU ^CCC3M8KK/ 
r^F>/rF7tFP77> (7. 8m 1/5. 1 m 
l/40ml) ?:STl/c 0 jSO&TTK^t*^**" h 'J 
$A (2. 6 5g)'*flPA, ISr3 0»Wbt 
*EET»«*B*Ott«ieStBWc*^ h y ■? A 

s.^jwrnmb, j**«»^hyr>Ar«a»i/*:. sje 

T^SB*LrfS6hfc»S«r, ^*1f>/T-fef-> 

/t^ppy (io/1/i) rjHHrs^y**' 

3. 2 4 er, JR^8 1 %Tf#/c a 

[0125] 1 H-NMR (CDC1 3 f 400 MH 
z) : 5 1. 2 2 (d. J =6. 3Hz. 6H) , 3. 
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5 2 -3. 64 (m. 1H), 6. 59-6. 67 
(m. 1 H) , 6. 7 1-6. 81 (m. 2 H) 
[0126] M&m 1 4 N-^>t^-N- (2, 4 

2, 4-^7WP7-'J> (2. 3 7ml), ^>X 
Ti^tF (2. 3 6ml)4SilU^^K4 
6m 1 ) K8E»v>/*S-"?A (5. 5 9g) <fc*J>«<DBfc 

h x ) A ( 2 . 64g) iST 1 H»n8& 

ff 6ti/cS?^, ^*1*->/T-fe h> (3 0/1 ) rjg 

«<D{b£»* 3 . 04g, 6 0 %rf#/c 0 
[0127] 1 H-NMR (CDC 1 3 , 4 0 0 MH 
z) : $4. 34 (s, 2H) , 6, 56-6. 82 
(m. 3H). 7. 2 5-7. 3 8 (m. 5H) 
[0128] mmi 1 5 N- (3. 4-^7^tP7 
xx;l/) -N->^JlT^> 20 
*K*ftR (4. 39ml) k STB(2. 0 8m 1 ) £6 
0°Cr9 OflflflStfPOfc. -ecCC3. 4-^7WP7 
r-y> ( 1. 5 4ml) Mi, ISri 0»HH»0 

h7tFD77> (50ml) kcmmu, *»T**ffc 
y^«^A7^^^A (1. 1 8 ff) *»n*, sar2 

SSUTfH 6n/cg£<5£, ^**>/»«x^l, (1 0 
/l ) ril*f5^^y;^ovhy7 7 ^-K:<fc«3 

»«u fw<Dft^»* 1 . 3?g, iR*6 2%ri# 

[0129] 1 H-NMR (CDC 1 3 , 400 MH 
z) : 82. 80 (s, 3H) , 6. 25-6. 3 1 

(m. 1H), 6. 36-6. 4 3 (m, 1 H) , 6. 
9 2-7. 0 1 <m, 1 H) 

[0130] 1 6 N- (3, 4-is7fr*U7 40 

xxjlQ -N-x^;bT5> 

3, 4-zsyj\/*ziT^vy ( l . ooe)#?PP* 

;UA/h Vx^^7 5> ( 1 0m l/2m 1 ) *c?§B? 
U *}$TtefbT-fe^ ( 1 . 11ml) *Mx., 

r i o^mmnutc. si^k h y $ a 

7k#JiK*:ftIiU ^PP^JUATlfflaU 5>on#;UAH 

T»6*ifc»S«r. f h7tFP77>(25ml)«: 
i&JISU *#T**tt;y*$Ar>I/Sx$A <0. 59 
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.s&x^ji, (lo/i) rirats^y^wov h 

^7*-ecJ:9flHKU «JH©{bi^a£0. 87g, 
iR^7 1 ^fffc. 

[0131] 1 H-NMR (C DC 1 3 , 4 0 0 MH 
z) : 8 1. 2 5 (t, J =7. 1Hz. 3H) , 3. 
09 (a. J=7. 1Hz, 2H), 6. 23-6. 3 
1 (m, 1H) , 6. 35 -6. 44 (m, 1H) . 
6. 90-7. 0 0 (m, 1 H) 

[0132] Mmffl 1 7 N- 
)l>) -N->^;UT5 > 

m^ffim < i . 2 7mi). stm <o. 9 1 m 1 > *e 
o°cr9 o^mmwLtco ^c(c4-7WP7^';> 

(0. 4 3ml > S«-C1 0»IBI«#L/fc. S 

jurJfitHU ^iSx^^s^MTtcfgi^^ h y !)Atft« 
0/c o «ET»««rB*UT:»6tifc»S*v fh5t 
FP77> (5 0ml) CcflMSU *»T*3Wfcy*£ 
A7JI/$^*)A (6 8 5mg) £flPx.> S^ffltttfR5% 

*r*«w^ h y ^At^i/co WET««t*a*Lr 
^*-v>/mwzx.m ( 1 0/1 ) r 

flOBf*^ y *y;u^a^ h 7 -/ -*t J: OflHWU 
SilHCM t^ft* 3 80mg, iR^ 6 7 %~CfH/c 0 
[0133] 1 H-NMR (CDC l s , 400 MH 
z) :82. 8 2 (s, 3 H) , 6. 55-6. 61 
<m. 2H) . 6. 8 7- 6. 9 5 (m, 2H) 
[0134]iiiL8 N-Xg^-N- (4 -7)V 

4-7M07-';> (3 00mg) ^^PPt^V 
h »;x^7S> (5ml/2ml) tC»A?U t&fbT 
-fc*;M0. 3 9ml) £flHx., IStl O^fWL 

saE«ec»?aKBwc3R^ h y o^mmzmz.. & 

fF7tFP77>(10ml) tei&JBU fo&T 
7K^ty^^AT;b5x^7^ (0. 4 1g)£flO;L. 1 

^u/c «cr»«*B*bT»6tite»s*. ^+-y- 

>/T-fe h>/y^PP^^> (10/1/1) TSH 

«^yMj^P7h^77 -f-cci^aiisfi/. ma 

<Dit&®}& 2 3 9 m g , iRS6 4 %vmtc 0 
[0135] 1 H-NMR (CDC 1 3 , 4 0 0 MH 

z) : ^ 1 . 26 (t, J = 7. 3Hz. 3H), 3. 
13 (q. J = 7. 3Hz, 2H). 6. 55-6. 6 
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3 Cm. 2H) . 6. 86 -6. 93 (m. 2H) 
[0136] »&gM 1 9 N - { 4 - [ ( 6 , 7 -V>M 

;U} -N' - (4 -7^P7x^) ^U7 
4- [ (6, 7 -i/S t*r>>- 4-*sVJl) 
-2-7^P7^»J> (150mg) * (1 
0ml) KM&?gfi?U *CCC4-7Jl/*P7*^;l/-r 
V^T^-MO. 11 ml 1 0#lflAtttt9 

«163mg, J»*7 5 %Tf#fc. 10 
[0137] 1 H-NMR (DMSO-d B , 400M 
Hz) : S3. 93 (s. 3H) , 3. 95 (s, 3 
H) . 6. 54 (d, J = 5. 1Hz. 1H). 6. 0 

7- 7. 1 9 (m, 3H), 7. 3 1- 7. 3 6 (m. 
1H), 7. 40 (s, 1H), 7. 45-7. 49 
(m. 2H) . 7. 49 ( s. 1 H) . 8. 22 ( t . 

J=9. 0Hz, 1H). 8. 49 (d, J=5. 1H 
z. 1H) , 8. 59 (s. 1 H) . 9. 0 8 ( s . 1 
H) 

[0138] «j£ff[2 0 N- (3, 4-i>7As*V7 20 
xx;U) -N' - (4- [ (6, 7-t^h*->-4- 
tlri/] - 2 -yjijray xxju) 0 U7 

4- [ (6, 7 -*s* h*^-4 
-2-7WP7^»j> (30 0mg) (1 
5ml), h »Jx*jI,T5> (3 m 1 ) *cMfcjg»Lfc 
8. ^oa^JXO. 5m 1 ) (CjgJBL/fch y*^ 
y> (3 0 0mg) *flP*-C5»rajP»MIi«b/c. ^ 
CC. 3. 4-y7;l/tP7-U> (143mg) ^ 
it, S^Kil^JtBtf|!ai«Lfe. R(C3RCcttW«Bl* 
^hV'J^jffidSM, ^oa*j^t?iUl, ^ 30 
ap*^A«tJR*aw^ h 'J^AfKil^ MEET 

> (3/1) tilt^^^^PVh^7^ 
CC«fc?)flHlU »it^»2 9 0nig, Jfc*6 7% 

[0139] 1 H-NMR (DMSO-de ,400M 
Hz ) : S 3.94 ( s. 3H) ,3. 9 5 (s , 3 
H) . 6. 55 (d. J = 5. 4Hz, lH) . 7. 0 

8- 7. 15 (m, 2H> , 7. 32-7. 3 9 (m, 
.2H), 7. 40 (s, 1H), 7. 49 (s, 1 40 
H) , 7. 65 -7. 7 3 (id, 1 H) . 8. 19 

(t , J = 9. 1 Hz, 1 H) . 8. 5 0 (d. J = 
5. 4Hz, 1H), 8. 6 6 ( s, 1 H) , 9. 26 
<s. 1H) 

Jt*##fffi (FD-MS, m/z ) : 469 (M + ) 
[0140] mm^l2 1 N- (2, 4-i>y)\s*a7 
xx;b) -N' - (4- [ (6, 7~^b*->-4- 
^'yjlQ X^is] - 2 -^f^7x^} 
4- [ (6. 7 -S^y h*->-4 -*>y^) 
-2 -^Jl/7xy > (2 0 0rag) £h;l/x:> (10 50 
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m i ) icmm.mmLtc'i^ 2, 4-^wp7x^ 

4V^T~r-Y (0. 1 5m 1 ) *Un*T2RBHJPJ»« 

[0141] 1 H-NMR (DMSO-d 6 , 400M 
Hz) : 8 2. 29 (s. 3H) ,3. 94 (s ( 3 
H) . 3. 95 (s , 3H) , 6. 47 (d, J =5. 
1Hz. 1H), 7. 04-7. 09 (m, 2H) . 
7. 13 ( d, J = 2. 7Hz, 1H), 7. 27- 
7. 33 (m, 1H), 7, 39 (s, 1H), 7. 5 

0 (s. 1H) , 7. 95 (d. J = 8. 8Hz. 1 
H) , 8. 11-8. 18 (m' lH),-8. 38 

(s, 1 H) , 8. 4 6 (d, J =5. 1 H z. 1 
H) , 8. 93 (s, 1H) 

ftS^Wffi (FD-MS, m/z ) : 4 6 5 (M + ) 
[0 14 2] »j£ffl2 2 N - { 4 - [ ( 6 » 1 
h^V-4 »)V) y*^)l) -N-X» 

;ur ^ > 

4- [ (6, 7 h^^- 4 VX>) ] 

T— U > (lOOmg) *^pp*W b 'Jx^;l/7 
i>(6ml/0. 5m 1 ) KjSjBU ittfbr-te^A' 
(50/il) ifiT 2 O^RSSMfL/t. 

bcmum.m&Mi- h y A**««JnA. ^pp*^a 

KP77> (5ml) Ki&JBU *#T7kSHby 5^A 
T;l/Sx^A (52mg) *JH*, 4. 5 BSHAiIKffiffi 

U -fe^-Y h3iftl,fc. W«»*»Mx*jbTfflttiU 
ftttx^;U|&ft*ttK:?- h 'J ^ AVm&Ltt. i&JET 

> <2/i ) Tmmr^mm^vtjy^^u^b^^y 

[0143] 1 H-NMR ( DMSO-de . 400 
MHz) : SI. 35 (t. J = 7. 2Hz, 3H) . 
3. 20 (q, J =7. 1 Hz. 2H) ,4.06 

(s, 6H), 6. 45 (d, J=5. 4Hz, 1 
H) . 6. 67 (d. J = 9. 0Hz, 2H) . 7. 0 

1 <d. J =8. 8Hz, 2H) . 7. 46 (s, 1 
H), 7. 60 (s, 1H) , 8. 45 (d. J =5. 
4Hz, 1H) 

[0 144] «i6W2 3 4 - [ (6, 1 
- 4 *)>],) ^^^] rxy> 

4-^PP-6, 7 -is* h+S'*-' U> ( 1 . 8 4 
ff ) i4-^-hP7xy^ (3. 42g) 4g1f, 1 
7 0Trc5 0#H«fPLfc. S«ttt»lfc», 
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j-hC&^mUlsXnhMcit&'faiA. 5 4 fir) CD- 
gtS (1. OOg) ?rN, N-^^;u*;i^7$ F/Bfc 
»x^JM30m 1 /l 5m 1 ) KjgJBO. 10%7kM 
{fc^S^A-fiSR (69mg) £finx., 7k*#fflmT 

/Co «KT*&!®£S3;U S»«Mt£«J*7 9 9mfir, 

[0145] 1 H-NMR (CD 3 OD, 5 00MH 10 
z) 00 (s, 3H), 4. 00 (s, 3 

H) . 6. 47 (d. J = 5. 5Hz. 1H). 6. 8 
2 (d. J=8. 6Hz, 2H) , 6. 96 (d. J = 
9. 2Hz. 2 H) . 7. 32 ( s, 1H), 7. 62 
(s, 1H), 8. 36 (d, J=5. 5Hz, 1 H) 
MftWffi (FD-MS, m/z ) : 2 9 6 <M + ) 

msw 1-30 ©{t£m>«a*^-£TiE©ao ra 

[0 146] 
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[0147] ggKftW 1 MttMHP a; * > * sOl/- jfe 

^) &X- Fv^XKML/. M«ftfS#lO0rnm 3 flgK: 
«c -» tei^ja-r ■&«©Blfi«*fll0 3 P«»«*&-K % & <£ 9 K 
Iffif 3E-T-3«C^W* U lOmq/kqi ft £ «fc <5 tCtSBMb 

Sfc*3 0 .lNKOH?:350iUlftn^.3rC-C— %-Y> + ^'<-'> 
lF>^^ffi&ft]*.x;O.X:Ol'--*?gHJU 3000rp 

fi£T<LU MSr*3Jfil?j£SJ:b«:T/CXioocor-i?«L/c„ 
[0148] **99©ffc^*»Of«l«tCBB LT. MS 

[0149] 
C*2] 



(23) 
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[0150] amw»«2 
7) ccjrrrstaa 



b h y;t--7iiia (glo 



ft fcBS jSt««K>BSW**©¥*&*«&— ee * * «fc 5 K 

ngp 4E-r-3 iCgf * 0 . 10mq/kgi ft -S <fc 5 Wmt 



£U mSnMBVM* (TCIR) = (l-Tx/Cx) xioofc* 
[0 15 1] *»W©{b^«»©f^«tcWl/-c. Ml* 

tmmmommzm 3 tc^-r . 

[0152] 
C*3] 
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^*QA^MSP388 (ATCC^6Af : ATCC [0154] 
CCL-4 6) tt59fiK»^^>**^-^-F«gK:*5l» [f|4] 

rio%^^Ji&fmr»^^RFMii64oeMrig*b, 
R1»K*S#fci*Kj&*o.oi, 0.1. i.a i0wM<b&<2><i:5 40 

&C-&^xJUCC^JjnL37 0 CT48B$rBliS*Lfc 0 fit 

* mmmmzm ^ts-)*^© P38awia©jK jbc^l , r 

(4+) , o^uwvmmmtLtcmM$m#>t>ti& 
m&iaz (3+) , i.ou*irc&m<tLimmifiUtobti 

ZmSlCkZ (2+) , i0/iMrjBSI^tLft:J|sBliaA«Sg»6 
tiS*B^CC« (+) <bl/c 0 Ss/c, i0uMCTI2«^l;O/c 
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[0 155 3 3Eai3i$ff)4 

tcareaaatw i ©Jb^ 



ffittD^/Usea-?'?^ (7i@fi$) (-fe7 7-~.>^g*fcS; 

>0. 3%MM(K-4 1, =i7-y>KJI5W^ 
*>h\^) , 2. 5mK£>£a:&£i&te,*D t 7. 5 ml©^ 
^70^^KTy a ;Oh (Wfco Labs.*>i=>A#-) 

2IS©X7J^a >&-5j!»6 1 0 B^CC. 
Kffi&£MEOfc^X©J^ffitK <0JK©ffiK) OS 

0E-ro?riSi3 ^r/c (Sf#W ) '. IgttM 1 ©Yt^ftl* 
^Ut7*-;l/iDMSO?:-!-n?niO%#tfffiit 
*WROMM*«:. *fc>hhKt-h (MTX) 

vti^iiAf) «. 1 ^©27-rt/sK+f ^JUsA'Ci — X 
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* BRS 1 B 1 EI&S. ^ v'^T'^flf^-C^^JifSna-^b 
fc. HJfi^J 1 ©{t^©fflfi« 1 Omg/kq. MTXCDffl 
112 1 mq/kpi Lfc. 

[0156] S%-^*>6SI®li^7S-C©^Xnr© 
¥^<S©JS^?:E1 1 ic^t, XJfeffl 1 ©{fc^^J(*Bgfii5 V 

[0157] ggH»«5 jg^Mia^affi (omas) 

K:M-r6gli6^ l ©fb^fe©^ 

10 §^8E©4SttCr.i:BDFlv^^ <9jI8fr> (B*^f- 
^*U><H*5£&tt*»&A*> *flH>fc. jKMiLtl 
0 ug©ovalbumin (OVA) (£{b^I*t*5££tt*>?>A 
#) £ 1 mq©alum<»:ftK:-&-7^X©STtC!S:-^Lr.®fP 
U SWF 7 Bf£GC 1 0 ug©CVA5r5 0 Mq©alumi^«C 

mmmacom $ (omfezmMm t mmm 2 4 i^fg&cc 

MSO**ti-l'tii o?«Sr«r^a*eiBEO«#«:. *fc 
20 »a^l/FiVo> (^u Fi-/o» (%IF8$g$& 

OK^ofc. isife^ 1 ©rt^ji F-yoxDfi 

t*. 1 OmqAqi kfc. 

[0158] 2 {C^~r . mMW 1 ©{b^^«W 

it <p<0.05, student' s t^Ui\W^M%Wi^^ 
•TCiJWmiHLfc. 

[01] iiM=J^-y>^«MIP3ftK:^-r-2.»6^1© 
30 <t^©JSb***bfcia-C*S. ( * * 

-JUiDMSOfc^n-etl 1 0%^t;^ilfi^) 

^.fcp ( n = 1 0 ) . a : mmrn 1 (Dit^t^tcm 

(n = 1 0) . □: MTX*-^iLfcfflp (n = 1 0) . 
[02] iS3£S!> iBSfcffi ( D T H tc^-T i maun 1 



[12] 
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(5i)mt.ci. 6 mmn fi 
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